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[wherein: R 1 is hydrogen, alkyl. aralkyl, -COR a , -COR b , -CSR a , -CSR b , -S0 2 R b , -CONHR b , -CSNHR b , 
-CONR b R b or -CSNR b R b ; R 2 is hydrogen or alkyl ; R 3 is hydrogen, alkylidene, substituted alkyl, or R b ; R 4 
is optionally substituted alkyl, cycloalkyl, or aryi ; R 5 is R b O-, R b R b N-, R b HN- f aralkyloxycarbonyloxy or 
aralkyloxycarbonylamino, or R 5 is -(CHJp-D^CHJr [where D is a single bond, carbonyf, oxygen, sulphur, 
-NH-, -(CH 2 =CH2)- or -NHCO- ; and j> and r are each 0 or an integer from 1 to 5] ; A is -(CHaJm-B-tCHJn- 
[where B is a single bond, carbonyl, oxyge~n, sulphur, -NH-, -(CH 2 =CH2)- or -NHCO- ; and m and n are 
each 0 or an integer from 1 to 5] ; R a is alkoxy, aralkyl oxy, arytoxy or alkoxycarbonyl ; R b ls optionally 
substituted alkyl, cycloalkyl, heterocyclic, aryl or arylalkenyl] ; and pharmaceutical ly acceptable salts 
and esters thereof and pro-drugs therefor, have the ability to inhibit the activity of HIV protease and may 
thus be used for the treatment and prophylaxis of AIDS. 
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The present invention relates to a series of new peptides which have the ability to inhibit the activity of 
protease originating in the human immunodeficiency virus ("HIV"), hereinafter referred to as "HIV protease". 
The compounds thus have the ability to interfere with the maturation and replication of the virus and so may 
be used to treat individuals infected with HIV. The invention also provides methods and compositions using 
these compounds as well as processes for preparing them. 

The po[ genetic region of HIV contains genetic information relating to the activities of protease, reverse 
transcriptase, RNase H and endonuclease, and it is known that these enzymes are essential for the maturation 
of HIV particles and that HIV with infectious activity can never mature if the virus is deficient in any one of 
these enzyme activities (Science, December 1988). 

Accordingly, attempts have been made to develop compounds capable of inhibiting these enzymes. For 
example, several compounds, including pepstatin A, are known to have this class of activity. Examples of such 
compounds are disclosed in Japanese Patent Kokai Application No. Hei 2-42048 (European Patent Publication 
No. 346 847); Japanese Patent Kokai Application No. Hei 2-11 7615 (European Patent Publication No. 357 332); 
Japanese Patent Kokai Application No. Hei 2-145515 (European Patent Publication No. 369 141); Japanese 
Patent Kokai Application No. Hei 2-1 52949 (European Patent Publication No. 356 223); Japanese Patent Kokai 
Application No. Hei 2-202898 (European Patent Publication No. 372 537); Japanese Patent Kokai Application 
No. Hei 2-202899 (European Patent Publication No. 373 497); Japanese Patent Kokai Application No. Hei 2- 
209854 (European Patent Publication No. 337 714); Proceedings of the National Academy of the United States 
of America 85, 6612 (1988); Biochemical and Biophysical Research Communications 159, 420 (1988); Bio- 
chemistry 29, 264 (1990); Proceedings of the National Academy of the United States of America 86 9752 
(1989); Nature 343, 90 (1990); Science 246, 1149 (1989); Science 247, 454 (1990); Science 248, 358 (1990)- 
Science 249, 527 (1 990); and Journal of Medicinal Chemistry 33, 1285 (1990)]. 

The prior art compounds, however, have a different structure from the compounds of the present invention. 

The compounds of the present invention are those compounds of formula (I): 




(i) 



wherein: 

R 1 represents a hydrogen atom, an alkyl group, an aralkyl group, or a group of formula -COR a -COR b -CSR a 
-CSR b , -S02R b , -CONHR b , -CSNHR b , -CONR b R b or -CSNR b R b ; 
R 2 represents a hydrogen atom or an alkyl group; 

R 3 represents a hydrogen atom, an alkyiidene group having from 1 to 4 carbon atoms, a substituted alkyl group 
which is substituted by at least one substituent preferably selected from the group consisting of substituents 
A defined below, or R 3 represents any of the groups defined for R b ; 

R 4 represents an unsubstituted alkyl group, a substituted alkyl group which is substituted by at least one sub- 
stituent preferably selected from the group consisting of substituents B, a cycloalkyl group, or an aryl group; 
R 5 represents a group of formula R b O, a group of formula R b R b N-, a group of formula R b HN-, or an aralkylox- 
ycarbonyfoxy or aralkyloxycarbonylamino group, or R 5 represents a group of formula 

-(CH^-D-fCH^, 

wherein: D represents a single bond, a carbonyl group, an oxygen atom, a sulfuratom, a group of formula 
-NH-, a group of formula -(CH^CHz)- or a group of formula -NHCO-; and p and r are each selected from the 
group consisting of 0 and integers from 1 to 5, provided that, where D represents a single bond, p is an integer 
from 1 to 5, 

or a group of formula -(CH^p-D-tCH^ which is substituted by at least one substituent preferably selected from 
the group consisting of the groups defined for R«, the groups defined for R b and substituents B, said group 
being attached at one end to the carbonyl group in formula (I) and at the other end to the group represented 
by A; 

A represents a group of formula 

-(CH^-B-tCH^-, 

wherein: B represents a single bond, a carbonyl group, an oxygen atom, a sulfuratom, a group of formula* 
-NH-. a group of formula -(CH^CH^- or a group offormula -NHCO-; and m and n are each selected from the 
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group consisting of 0 and integers from 1 to 5, provided that (m + n) is an integer from 1 to 5, 
or a group of formula -(CH^m-B^Chy,,- which is substituted by at least one substituent preferably selected 
from the group consisting of the groups defined for R a , the groups defined for R b and substituents B; 
R a represents an alkoxy group, an aralkytoxy group, an aryloxy group or an alkoxycarbonyi group; 
5 R b represents an unsubstituted alky! group, a substituted alkyl group which is substituted by at least one sub- 
stituent preferably selected from the group consisting of substituents C, defined below, a cycloalkyi group, a 
heterocyclic group, an aryl group or an arylalkenyl group; and, where there is more than one group R b , these 
may be the same or different; 

said substituents A are selected from the group consisting of heterocyclic groups, heterocyclyl-carbonyl groups, 
10 cyano groups, amino groups, aikylamino groups, hydroxyamino groups, diaikyiamino groups, alkyl thio groups, 
sulfamoyi groups, sulfimoy! groups, hydroxy groups, alkyisuif inyl groups, alkylsulfonyl groups, aminosulfonyl 
groups, aminosulf inyl groups, alkoxy groups, alkoxycarbonyi groups, carboxy groups, heterocydyioxy groups, 
alkylphosphonyl groups, and groups of formula -CONHR« or-OCONHR c , where R c represents a hydrogen atom 
or an alkyl group; 

15 said substituents B are selected from the group consisting of cycloalkyi groups, cycloalkyi oxy groups, hetero- 
cyclic groups, heterocydyioxy groups, aryl groups, aryloxy groups, arylthio groups, hydroxy groups, cyano 
groups, halogen atoms and groups of formula -NR d R d , where each R d is independently selected from the group 
consisting of hydrogen atoms, alkyl groups, aryl groups and substituted alkyl groups which are substituted by 
at least one substituent preferably selected from the group consisting of substituents D, defined below; 

20 said substituents C are selected from the group consisting of said substituents B, cydoalkyl groups, hetero- 
cydic groups, aryl groups and arylalkenyl groups; 

said substituents D are selected from the group consisting of heterocydic groups, aikylamino groups, diaiky- 
iamino groups and hydroxy groups; 

said alkyl groups, said alkoxy groups and the alkyl and alkoxy parts of said alkoxycarbonyi, aikylamino, dia- 
25 Ikylamino, alkylthio, alkyisuif inyl, alkylsulfonyl and alkylphosphonyl groups and of the halo alkyl groups referred 
to hereafter preferably have from 1 to 6 carbon atoms; 

said cydoalkyl and cydoaikyloxy groups preferably have from 3 to 10 carbon atoms in at least one carbocydic 
ring and are unsubstituted or are substituted by at least one substituent preferably selected from the group con- 
sisting of substituents E, defined below; 
30 said substituents E are selected from the group consisting of amino groups, aikylamino groups, diaikyiamino 
groups, aralkylamino groups, diaralkylami no groups, alkoxycarbonylamino groups, aryloxycarbonylamino 
groups and aralkyloxycarbonylamino groups; 

said aryl groups and the aryl parts of said aralkyl, aryloxy and arylalkenyl groups are aromatic carbocydic 
groups which preferably have from 6 to 14 carbon atoms in at least one aromatic ring and which are unsubsti- 
35 tuted or are substituted by at least one substituent selected from the group consisting of substituents F, defined 
below, and such groups in which an aromatic ring is fused with a cydoalkyl ring having from 3 to 10 ring carbon 
atoms; 

said substituents F are selected from the group consisting of aryl groups, alkyl groups, aralkyl groups, alkoxy 
groups, hydroxy groups, nitro groups, cyano groups, carboxy groups, halogen atoms, haioalkyl groups, aliphatic 

40 carboxylic acyl groups preferably having from 1 to 20 carbon atoms, aliphatic carboxylic acyloxy groups pre- 
ferably having from 1 to 20 carbon atoms, alkylenedioxy groups preferably having from 1 to 4 carbon atoms, 
heterocydic groups heterocydyl-carbonyi groups, and groups of formula -NR e R e or -CONR e R e , 

where each R° is independently selected from the group consisting of hydrogen atoms, alkyl groups, 
aryl groups, aralkyl groups, alkoxycarbonyi groups, aralkyl oxy carbon yt groups, aryloxycarbonyl groups, het- 

45 erocyclyl-carbonyl groups, heterocyclyl-alkanoyi groups, heterocyclyl-alkyl groups, aliphatic carboxylic acyl 
groups, and alkylaminocarbonyl groups in which the alkyl part is unsubstituted or is substituted by at least one 
of substituents E, defined above, in which the alkyl and aralkyl groups and the alkoxy, aralkyl, aryl, heterocydyl 
and alkyl parts of groups are as defined herein; 

said aralkyl groups and the aralkyl parts of said aralkyloxycarbonyloxy, aralkyloxycarbonylamino, aralkytoxy, 
so aralkylamino and diaralkylamino groups are alkyl groups having from 1 to 6 carbon atoms which are substituted 
by at least one aryl group, as defined above; 

said araikenyl groups are aikenyl groups having from 2 to 4 carbon atoms which are substituted by at least one 
aryl group, as defined above; 

said heterocydic groups and the heterocyclic parts of said heterocydyioxy and heterocyclyl-alkyl groups have 
55 from 3 to 1 0 ring atoms of which from 1 to 4 are hetero-atoms selected from the group consisting of nitrogen, 
oxygen and sulfur hetero-atoms and of which the remaining ring atoms are carbon atoms, said heterocydic 
groups being unsubstituted or being substituted by at least one substituent selected from the group consisting 
of substituents G, defined below, and such groups in which a heterocydic ring is fused through one or more 



3 
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atoms to a cycloalkyl or aryi group, as defined above; 

said aromatic heterocyclic groups are heterocyclic groups as defined above but which have from 5 to 10 ring 
atoms and are aromatic; 

said substituents G are selected from the group consisting of oxygen atoms (to form an oxo group), and said 
substituents F; 

and pharmaceutical^ acceptable salts and esters thereof and pro-drugs therefor. 

The invention also provides a pharmaceutical composition for treating an HIV infection, which comprises 
at least one anti-HiV agent in admixture with a pharmaceutical^ acceptable carrier or diluent, wherein the anti- 
HIV agent is a compound of formula (I), as defined above, or a pharmaceutical^ acceptable salt or ester there- 
of. 

The invention still further provides a method for treating HIV infections in a susceptible mammal, by ad- 
ministering to said mammal an effective amount of at least one anti-HIV agent, wherein said anti-HIV agent is 
a compound of formula (I), as defined above, or a pharmaceutical^ acceptable salt or ester thereof. 

The invention also provides processes for preparing the compounds of the present invention, which are 
described in greater detail hereafter. 

In the compounds of the present invention, where a cyclic group is a substituent on another group, they 
may be attached to each other by a bond or by a spiro attachment 

In the compounds of the present invention, where R 1 represents an alkyl group, this may be a straight or 
branched chain alkyl group having from 1 to 6 carbon atoms, and examples include the methyl, ethyl, propyl 
isopropyl, butyl, isobutyl, sec-butyl, t-butyl, pentyl, isopentyl, 2-methyl butyl, neopentyl, 1 -ethyl propyl, hexyl' 
4-methylpentyl, 3-methyl pentyl, 2-methyl pentyl, 1-methylpentyl, 3,3-dimethylbutyl, 2,2-dimethylbutyl 1 
methylbutyl, 1 ,2-dimethyl butyl, 1,3-dimethylbutyl, 2,3-dimethyibutyl and 2-ethylbutyt groups, of which we pre- 
fer the straight and branched chain alkyl groups having from 1 to 4 carbon atoms, especially the methyl and 
ethyl groups. 

Where R*, R 3 , R 4 , R b , R« R<*, R« or substituent A, D, E or F includes or represents an alkyl group, this may 
be any of the alkyl groups exemplified above; similarly, the alkyl parts of the alkylamino, dialkylamino, alkylthio 
alkylsulfinyi, alkylsulfonyl and alkylphosphonyl groups may also be any of those exemplified above. Preferred 
such groups are the straight and branched chain alkyl groups having from 1 to 4 carbon atoms, especially the 
methyl and ethyl groups. x 

Where Ri represents an aralkyl group, this is as defined above, and examples include any of the alkyl 
groups having from 1 to 6, preferably from 1 to 4, carbon atoms exemplified above and substituted by at least 
one aryl group, such as those exemplified hereafter. There is no particular limitation on the number of aryl 
substituents on the alkyl group, except such as may be imposed by the number of substitutable positions or 
possibly by steric constraints, but, in general, from 1 to 3 aryl groups are preferred, 2 or 1 being more preferred 
and 1 being most preferred. The aryl group forming part of the aralkyl group may itself be unsubstituted or it 
may be substituted by at least one substituent selected from the group consisting of substituents F, defined 
above and exemplified below. Again, there is no particular limitation on the number of substituents on the aryl 
group, except such as may be imposed by the number of substitutable positions or possibly by steric con- 
straints, but, in general, from 1 to 5 substituents are preferred, from 1 to 3 being more preferred and 1 being 
most preferred. Specific examples of such groups include the benzyl, a- naphthyl methyl, Maphthylmethyl, 
2-methylbenzyl, 3-methyl benzyl, 4-methyl benzyl, 2,4,6-trimethylbenzyl, 3,4,5-trimethylbenzyl, 2-methoxy- 
benzyl, 3-methoxybenzyl, 4-methoxybenzyl, 3,4-dimethoxybenzyl, 2-nitrobenzyl, 4-nitrobenzyl, 2-chloroben- 
zyl, 3-chlorobenzyl, 4-chlorobenzyl, 4-bromobenzyl, 4-cyanobenzyl, a or 0- naphthyl methyl, benzhydryi (i.e. di- 
phenylmethyl), trityl (i.e. triphenylmethyl), phenethyl, 1-phenylethyl, 1-(a or 0-naphthyl)ethyl, 2-<a or 0- naph- 
thyl)ethyl, 1 -phenylpropyl, 2-phenylpropyl, 3-phenylpropyl, 1-(a or 0- naphthyl)propyl f 2-(a or 0- naphthyl)pro- 
pyl, 3-(a or 0- naphthyl)propyl, 1 -phenyl butyl, 2-phenylbutyl, 3-phenylbutyl, 4-phenyl butyl, 1-(a or 0- naph- 
thyl)butyl, 2-(a or 0- naphthyl)butyl, 3-(a or naphthyl)butyl, 4-(a or 0- naphthyl)butyl, 1-phenylpentyl, 2-phe- 
nylpentyl, 3-phenyipentyl, 4-phenylpentyl, 5-phenyipentyl, 1-(a or0-naphthyl)pentyl, 2-(a or 0- naphthyl) pen- 
tyl. 3-<a or 0- naphthyl)pentyl, 4-(a or 0- naphthyl)pentyl, 5-(a or 0- naphthy»)pentyi, 1 -phenyl hexyl, 2-phenyl- 
hexyl, 3-phenylhexyl, 4-phenylhexyl, 5-phenylhexyl, 6-phenylhexyl, 1-(a or 0- naphthyl )hexyl, 2-(a or 0- naph- 
thyi)hexyl, 3-(a or 0- naphthyi)hexyl, 4-(<x or 0- naphthyl)hexyl, 5-(a or 0- naphthyl)hexyl and 6-(<x or 0- naph- 
thyl)hexyl groups. Of these, we preferthe unsubstituted aralkyl groups and more preferthe unsubstituted ben- 
zyl and 2-phenethyl groups. 

Where R 3 represents an alkylidene group, this has from 1 to 4 carbon atoms and may be a straight or 
branched chain group. Examples of such groups include the methylene, ethylidene, propylene, isopropyii- 
dene, butylidene. isobutylidene and t-butylidene groups, of which the methylene group is preferred. 

Where R* represents an aralkyloxycarbonyloxy group or an aralkyloxycarbonylamino group or R* repre- 
sents an aralkyioxy group, the aralkyl part may be any of the aralkyl groups listed above, but is preferably a - 
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benzyl group or a p_-nitrobenzyl group. 

Where R 4 , R b , substituent B or substituent C represents a cydoalkyl group, this is a saturated cyclic hy- 
drocarbon group, which may be a single ring or may be two or more condensed rings, and includes cyclic ter- 
penyl groups. Examples include the cyclopropyl, cyclobutyl, cydopentyl, cydohexyl, cydoheptyl, norbornyl 
5 and adamant yl groups. Of these, we prefer those groups having from 5 to 1 0 ring carbon atoms, more preferably 
6 ring carbon atoms. 

Where substituent B represents a cydoalkyl oxy group, this is a saturated cydic hydrocarbon group, which 
may be a single ring or may be two or more condensed rings, and indudes cydic terpenyloxy groups. Examples 
indude the cydo propyl oxy, cydobutyioxy, cyclopentyloxy, cydohexyloxy,* cydoheptyloxy, norbornyloxy and 
10 adamantyloxy groups. Of these, we prefer those groups having from 5 to 1 0 ring carbon atoms, more preferably 
6 ring carbon atoms. 

Where R 4 , R b , R d , substituent B or substituent C represents an aryl group, this is a carbocyclic aromatic 
group having from 6 to 14 ring, preferably from 6 to 10, more preferably 6 or 10, and most preferably 6, carbon 
atoms in one or more aromatic rings. Such groups may also be condensed with one or more cydoalkyl groups, 

is as defined and exemplified above, with the complete condensed group preferably having a total of from 6 to 
14 ring carbon atoms (counting both the carbon atoms in the aromatic ring or rings and those in the cydoalkyl 
ring or rings). The group may also be unsubstituted or substituted, and, if substituted, the substituents are se- 
lected from the group consisting of substituents F, defined above and exemplified below. In the case of the 
substituted groups, there is no particular limitation on the number of substituents on the aryl group, except 

20 such as may be imposed by the number of substitutable positions or possibly by steric constraints, but, in gen- 
eral, from 1 to 5 substituents are preferred, from 1 to 4 being more preferred and 1 , 2 or 3 being most preferred. 
Also, where the group is substituted, it is preferred that it should not be further substituted by a group which 
is also substituted by another aryl group. Specific examples of the fully aromatic groups include the phenyl, 
(a or p- naphthyl), indenyl, phenanthrenyl and anthracenyl groups, of which we prefer those aromatic hydro- 

25 carbon groups having from 6 to 10 ring carbon atoms, the phenyl group being most preferred. Specific exam- 
pies of groups in which an aromatic ring is condensed with a cydoalkyl ring indude the indanyl (preferably 2- 
indanyl) and 1,2,3,4-tetrahydronaphthyl groups. 
Specific examples of substituents F indude: 
aryl groups, such as those exemplified above and below; 

30 alkyl groups, such as those exemplified above; 

the hydroxy, nitro and cyano groups; 

alkoxy groups, which may be straight or branched chain groups, for example the methoxy, ethoxy, pro- 
poxy, isopropoxy, butoxy, isobutoxy, sec-butoxy, t-butoxy, pentyloxy, isopentyioxy, 2-methylbutoxy, neopen- 
tyloxy, 1 -ethyl propoxy, hexyloxy, 4-met hyl pentyloxy, 3-methyl pentyloxy, 2-methylpentyloxy, 1 -methyl penty- 
35 loxy, 3, 3-dimethyl butoxy, 2,2-dimethylbutoxy, 1,1 -dimethyl butoxy, 1,2-dimethylbutoxy, 1,3-dimethyl butoxy, 
2,3-dimethyl butoxy and 2-ethyl butoxy groups, of which we prefer the straight and branched chain alkoxy 
groups having from 1 to 4 carbon atoms, especially the methoxy and ethoxy groups. 

the carboxy group, which may be esterif ied, e.g. as exemplified in more detail hereafter, but preferably 
with an alkyl group (such as those exemplified above in relation to R 1 etc.), a haioalkyl group (such as those 
40 exemplified below) or an aralkyl group (such as those exemplified above in relation to R 1 ); 

halogen atoms, such as the fluorine, chlorine, bromine and iodine atoms, preferably the fluorine, chlor- 
ine or bromine atom, and most preferably the fluorine or chlorine atom; 

haioalkyl groups having from 1 to 6 carbon atoms (for example in which the alkyl part is as exemplified 
above in relation to R 1 ) and which are substituted by at least one, and preferably from 1 to 5 (except the halo- 
45 methyl groups, which are preferably substituted by from 1 to 3) halogen atoms, for example the trrf luoromet hyl, 
trichloromethyl, dif luoromet hyl, dichloromethyl, dibromomethyl, f luoromet hyl, chloromethyl, bromomethyl, io- 
domethyl, 2,2,2-trichloroethyl, 2,2,2-trifluoroethyl, 2-bromoethyl, 2-chloroethyl, 2-fluoroethyl, 2,2-dibromoe- 
thyl, 3-chioropropyl, 3,3,3-trichloropropyl, perfluoroethyl, 4-fluorobutyl, 5-bromopentyl, 6-chlorohexyl and 
6,6,6-trifluorohexyi groups; 

50 aliphatic carboxy! ic acyt groups preferably having from 1 to 20 carbon atoms, more preferably from 1 to 

10 carbon atoms and most preferably from 2 to 6 carbon atoms, which group may be a straight or branched 
chain group, such as an alkanoyl group (for example, the formyl, acetyl, propionyl, butyryl, isobutyryl, pivaioyl, 
valeryl, isovaleryl, octanoyi, lauroyl, myristoyl, tridecanoyl, palmitoyl and stearoyl groups), any of which may 
be substituted or unsubstituted and, if substituted are substituted by one or more of the following substituents: 

55 halogen atoms, for example to form a halogenated alkanoyl group preferably Having from 2 to 20 

carbon atoms, more preferably from 2 to 10 carbon atoms and still more preferably from 2 to 6 carbon atoms 
and most preferably 2 or 3 carbon atoms (for example, the chloroacetyl; bromoacetyl, dichloroacetyl, trichlor- 
oacetyl and trifluoroacetyt groups), 

5 
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alkoxy groups, for example to form a lower alkoxyalkanoyl group in which the alkoxy and alkanoyi 
parts preferably each have from 1 to 6, more preferably from 1 to 4 and most preferably 1 or 2, carbon atoms 
(for example, the methoxyacetyl, ethoxyacetyl, propoxyacetyl, butoxyacetyi, 3-methoxypropionyl and 3- 
ethoxypropionyl groups), 

carboxy groups and esterif ied carboxy groups, which may be the residues of dicarboxylic acids, 
groups of formula -NRW, in which each Rf, which may be the same as each other or different 
from each other represents a hydrogen atom, an alkyl group, an alkoxycarbonyl group, an aralkyloxycarbonyl 
group, a heterocydyl-alkyl group, an aminoalkyl group, an alkylaminoalkyl group, a dialkylaminoalkyl group or 
a hydroxyalkyl group, in all of which the alkyl and alkoxy groups have from 1 to 6 carbon atoms, to form an 
amino-acid residue [for example the glycyl, glutamyl, sarcosyl, N-methylglutamyl, N-t-butylglutamyl, N-t-bu- 
toxycarbonylglutamyl, N-t-butoxycarbonyl-N-methylglutamyl, a-(3-morpholinopropylamino)acetyl, a-(3-dime- 
thylaminopropylamino)acetyl and a-(2-hydroxyethyiamino)acetyi groups], or 

an unsaturated aliphatic acyl group preferably having from 3 to 6, and more preferably from 3 to 5 carbon 
atoms [for example, the acryloyi, methacryloyl. crotonoyl and (E)-2-methyi-2-butenoyt groups]; 

aliphatic carboxylic acyloxy groups preferably having from 1 to 20 carbon atoms, more preferably from 
1 to 1 0 carbon atoms and most preferably from 2 to 6 carbon atoms, which group may be a straight or branched 
chain group, such as an alkanoyloxy group (for example, the formyloxy, acetoxy, propionyloxy, butyryloxy, iso- 
butyryloxy, ph/aloyloxy, valeryloxy, isovaleryloxy, octanoyloxy, lauroyloxy, myristoyloxy, tridecanoyloxy, pal- 
mitoyloxy and stearoyloxy groups), any of which may be substituted or unsubstituted and, if substituted are 
substituted by one or more of the following substituents: 

halogen atoms, for example to form a halogenated alkanoyloxy group preferably having from 2 
to 20 carbon atoms, more preferably from 2 to 10 carbon atoms and still more preferably from 2 to 6 carbon 
atoms and most preferably 2 or 3 carbon atoms (for example, the chloroacetoxy, bromoacetoxy, dichloroace- 
toxy, trichforoacetoxy and trif luoroacetoxy groups), 

alkoxy groups, for example to form a lower alkoxyalkanoyloxy group in which the alkoxy and al- 
kanoyloxy parts preferably each have from 1 to 6, more preferably from 1 to 4 and most preferably 1 or 2, carbon 
atoms (for example, the methoxyacetoxy, ethoxyacetoxy, propoxyacetoxy, butoxyacetoxy, 3-methoxypropio- 
nyloxy and 3-ethoxypropionyloxy groups), 

carboxy groups and esterif ied carboxy groups, 

groups of formula -NR f R f , in which each which may be the same as each other or different 
from each other is as defined above [for example the glycyloxy, glutamyloxy, N-methylglutamyloxy, N-t-butyl- 
glutamyloxy, N-t-butoxycarbonylglutamyloxy, N-t-butoxycarbonyl-N-methylglutamyloxy, a-(3-morpholinopro- 
pylamino)acetoxy, a-( 3-dimethylaminopropylamino)acetoxy and a-(2-hydroxyethylamino)acetoxy groups], or 
an unsaturated aliphatic acyloxy group preferably having from 3 to 6, and more preferably from 3 to 5 
carbon atoms [for example, the acryloyloxy, methacryloyloxy, crotonoyloxy and (E)-2-methyl-2-butenoyloxy 
groups]; 

alkylenedioxy groups which preferably have from 1 to 4 carbon atoms, such as the methylenedioxy, 
ethylenedioxy and propylenedioxy groups; and 

groups of formula -NR e R° or -CONR e R e , for example: 
the carbamoyl group; 

mono- and di- alkyl-substituted carbamoyl groups, i.e. a carbamoyl group substituted with one 
or two straight or branched chain alkyl groups each having from 1 to 6 carbon atoms, for example the methyl- 
carbamoyl, ethyl carbamoyl, propylcarbamoyl, isopropylcarbamoyl, butylcarbamoyl, isobutyl carbamoyl, sec- 
butylcarbamoyl, t- butyl carbamoyl, pentyl carbamoyl, isopentylcarbamoyl, 2-methylbutylcarbamoyl, neopentyl- 
carbamoyl, hexylcarbamoyl, 4-methylpentylcarbamoyl, 3-methylpentylcarbamoyl, 2-methylpentylcarbamoyi, 
3,3-dimethylbutylcarbamoyl, 2.2-dimethyl butylcarbamoyl, 1,1 -dimethyl butylcarbamoyl, 1,2-dimethyl butylcar- 
bamoyl, 1,3-dimethylbutylcarbamoyl, 2,3-dimethylbutylcarbamoyl, dimethylcarbamoyl, diethylcarbamoyl, di- 
propylcarbamoyl, diisopropylcarbamoyl, dibutylcarbamoyl, diisobutylcarbamoyl, di-sec- butylcarbamoyl and di- 
t-butylcarbamoyl groups, of which we prefer the alkyl-substituted carbamoyl groups in which the or each alkyl 
group has from 1 to 4 carbon atoms, and more prefer the methylcarbamoyl and dimethylcarbamoyl groups; 
the amino group; r 
mono- and di- aikyl 7 substituted amino groups, i.e. a amino group substituted with one or two 
straight or branched chain alkyl groups each having from 1 to 6 carbon atoms, for. example the methylamino, 
ethylamino, propylamino, isopropylamino, butylamino, isobutylamino, sec-butylamino, t-butylamino, pentyla- 
mino, isopentylamino, 2-methyl butylamino, neopentylamino, hexylamino, 4-methylpentyfamino, 3-methylpen- 
tylamino, 2-methyl pentylamino, 3, 3-dtmethyl butylamino, 2,2-dimethylbutylamino. 1,1 -dimethyl butylamino*. 
1,2-dimethylbutylamino, 1,3-dimethylbutylamino, 2, 3-dimethyl butylamino, dimethylamjno, diethylamino, dK 
propylamino, diisopropylamino, dibutylamino, diisobutyiamino, di-sec-butylamino and di-t-butytamino groups, 
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of which we prefer the aikyl-substituted amino groups in which the or each alkyi group has from 1 to 4 carbon 
atoms, and more prefer the methylamino and dimethyiamino groups; 

aralkyloxycarbonyiamino groups, such as the benzyloxycarbonylamino group; 

aryloxycarbonyl amino groups, such as the phenyloxycarbonylamino and p-nitrophenyloxycarbo- 
nyiamino groups; 

halogenated aliphatic acylamino groups, preferably having from 2 to 20 carbon atoms, more pre- 
ferably from 2 to 1 0 carbon atoms and still more preferably from 2 to 6 carbon atoms and most preferably 2 or 
3 carbon atoms (for example, the chloroacetamido, bromoacetamido, dichioroacetamido, trichloroacetamido 
and trifiuoroacetamido groups; 

heterocyclyl-carbonylamino groups (in which the heterocyclic part is as defined above and ex- 
emplified below), especially a prolyl ami no, t-butoxycarbonyl prolyl ami no or morphoiinocarbonyl amino group; 

optionally substituted glutamylamino groups, such as the glutamylamino and N 2 -benzy loxy car- 
bo nyl-g I utamyl amino groups, especially the a-glutamyl groups and esterif ied groups, such as the p-benzyl es- 
ters; and 

alkylaminocarbonyl amino groups in which the alkyl part is unsubstituted or is substituted by at 
least one of substituents E, defined above, for example the methylaminocarbonylamino, aminomethylamino- 
carbonylamino, ethylaminocarbonylamino, 2-aminoethylaminocarbonylamino, propylaminocarbonyiamino, 3- 
aminopropylaminocarbonylamino, butylaminocarbonylamino, 2-aminoethyl-aminocarbonylamino and 3-(di- 
methylamino)propyl-aminocarbony!amino groups. 

Specific examples of preferred aryl groups include: 
the unsubstituted groups, such as the phenyl and naphthyl groups; aryl groups substituted with a halogen atom 
or atoms, such as the 2-fluorophenyl, 3-fluorophenyl, 4-fluorophenyl, 2-chlorophenyl, 3-chlorophenyl, 4-chlor- 
ophenyl, 2-bromophenyl, 3-bromophenyl, 4-bromophenyl, 3,5-difluorophenyl, 2,5-difluorophenyl, 2,6-difluor- 
ophenyl, 2,4-difluorophenyi, 3,5-dibromophenyl, 2,5-dibromophenyl, 2,6-dichlorophenyl, 2,4-dichlorophenyl, 
2,3,6-trifluorophenyl, 2,3,4-trifluorophenyl, 3,4,5-trifluorophenyl, 2,5,6-trifluorophenyl, 2,4,6-trifluorophenyl, 
2,3,6-tribromophenyl, 2,3,4-tribromophenyl, 3,4,5-tribromophenyl, 2,5,6-trichlorophenyl, 2,4,6-trichlorophenyl, 
1-fluoro-2- naphthyl, 2-fluoro-1 -naphthyl, 3-fluoro-1-naphthyl, 1-chloro-2-naphthyl, 2-chloro-1-naphthyl, 3- 
bromo-1 -naphthyl, 3, 8-difluoro-1 -naphthyl, 2,3-difluoro-1 -naphthyl, 4, 8-difluoro-1- naphthyl, 5,6-d"rfluoro-1- 
naphthyl, 3,8-dichloro-1 -naphthyl, 2, 3-d ichloro-1 -naphthyl, 4,8-dibromo-1 -naphthyl, 5,6-dibromo-1 -naphthyl, 
2,3,6-trifluoro-1-naphthyl, 2, 3,4-trifluoro-1 -naphthyl, 3,4, 5- trifluoro-1 -naphthyl, 4, 5, 6-trifluoro-1 -naphthyl and 
2,4,8-trifluoro-1-naphthyl groups; aryl groups substituted with a haloalkyl group or groups, such as the 2-tri- 
fluoromethyl phenyl, 3-trifluoromethyiphenyl, 4-trifluoromethyl phenyl, 2-trichloromethylphenyl, 3-dichlorome- 
thyl phenyl, 4-trichloromethyl phenyl, 2-tribromomethyl phenyl, 3-d ibromomethy I phenyl, 4-dibromomethyl phe- 
nyl, 3,5-bistrifluoromethyiphenyl, 2,5-bistrifluoromethylphenyt, 2, 6-bistrif luoromethylphenyl, 2,4-bistrifluoro- 
methylphenyl, 3, 5-bistribromomethyl phenyl, 2,5-bisdibromomethylphenyl, 2,6-bisdichloromethyl phenyl, 2,4- 
bisdichloromethylphenyl, 2,3,6-tristrif luoromethylphenyl, 2,3,4-tristrifluoromethyl phenyl, 3,4,5-tris-trifluorome- 
thylphenyl, 2, 5, 6-tristrif luoromethylphenyl, 2,4,6-tristrifluoromethylphenyl, 2, 3,6-tristribromomethyl phenyl, 
2,3,4-trisdibromomethyl phenyl, 3,4,5-tris-tribromomethyl phenyl, 2,5,6-trisdichloromethylphenyl, 2,4,6- trisdi- 
chloromethyi phenyl, 1-trifluoromethyl-2-naphthyl, 2-trifluoromethyl-1 -naphthyl, 3-trifluoromethyl-1 -naphthyl, 
1-trichloromethyl-2- naphthyl, 2-dichloromethyl-1 -naphthyl, 3-tribromomethyl-1- naphthyl, 3,8-bistrrfluorome- 
thyl-1 -naphthyl, 2, 3- bistrifluoromethyl-1 -naphthyl, 4,8-bistrifluoromethyl-1-naphthyl, 5,6-bistrifluoromethyl- 
1-naphthyl, 3,8-bis-trichloromethyl-1 -naphthyl, 2 f 3-bisdichloromethyl-1 -naphthyl, 4,8-bisdibromomethyl-1- 
naphthyl, 5, 6- bis-tribromomethyl-1- naphthyl, 2, 3, 6-tristrif I uoromethyl-1 -naphthyl, 2,3,4-tristrifluoromethyl-1- 
naphthyl, 3,4, 5-tristrifluoromethyl-1 -naphthyl, 4,5, 6-tris-trifluoromethyl-1 -naphthyl and 2,4,8-tristrifluorome- 
thyl-1 -naphthyl groups; aryl groups substituted with an alkyl group or groups, such as the 2-methyl phenyl, 3- 
methytphenyl, 4-methylphenyl, 2-ethyl phenyl, 3- propyl phenyl, 4-ethyl phenyl, 2- butyl phenyl, 3-pentyl phenyl, 
4-pentyl phenyl, 3,5-dimethylphenyl, 2,5-dimethylphenyl, 2,6-dimethylphenyl, 2,4-dimethylphenyl, 3,5-dibutyl- 
phenyl, 2,5-dipentylphenyl, 2 ,6-dipropyl phenyl, 2,4-di propyl phenyl, 2,3,6-trimethylphenyl, 2,3,4-trimethylphe- 
nyl, 3,4,5-trimethylphenyl, 2,5,6-trimethylphenyl, 2,4, 6-trimethyl phenyl, 2, 3,6-tributyl phenyl, 2,3,4-tripentyl- 
phenyl, 3,4,'5-tributylphenyl, 2, 5, 6-tri propyl phenyl, 2,4, 6- tri propyl phenyl, 1-methyl-2-naphthyl, 2-methyl- 1- 
naphthyl, 3-methyl-1 -naphthyl, 1-ethyl-2-naphthyl, 2-propyl-1 -naphthyl, 3-butyl-1 -naphthyl, 3,8-dimethyi-1- 
naphthyl, 2,3-dimethyl-1-naphthyl, 4,8-dimethyl-1 -naphthyl, 5,6-dimethyl-1 -naphthyl, 3,8-diethyl-1 -naphthyl, 
2, 3-d ipropyl-1 -naphthyl, 4,8-dipentyl-1 -naphthyl, 5,6-dibutyM -naphthyl, 2,3,6-trimethyl-1-naphthyl, 2,3,4-tri- 
methyl-1 -naphthyl, 3,4, 5-trimethyl-1 -naphthyl, 4, 5, 6-trimethyl- 1- naphthyl and 2,4,8-trimethyl-1 -naphthyl 
groups; aryl groups substituted with an alkoxy group or groups, such as the 2- met hoxy phenyl, 3-methoxyphe- 
nyl, 4-methoxy phenyl, 2-ethoxy phenyl, 3- propoxy phenyl, 4-ethoxy phenyl, 2-butoxy phenyl, 3- pentyloxy phe- 
nyl, 4-pentyloxyphenyl, 3,5-dimethoxy phenyl, 2, 5-dimethoxy phenyl, 2,6-dimethoxyphenyl, 2,4-dimethoxy- 
phenyl„3,6-dibutoxyphenyl, 2,5-dipentyloxyphenyl, 2, 6-di propoxy phenyl, 2,4-dipropoxyphenyl, 2,3,6-trime- 
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thoxyphenyl, 2,3.4-trimethoxyphenyl, 3,4,5-trimethoxyphenyl, 2,5,6-trimethoxyphenyl. 2,4,6-trimethoxy phe- 
nyl, 2, 3,6-tributoxyphenyl, 2,3,4-tripentyloxyphenyi, 3,4,5-tributoxyphenyl, 2,5,6-tripropoxyphenyl, 2,4,6-tripro- 
poxyphenyl, 1-methoxy-2-naphthyl, 2-methoxy- 1-naphthyl, 3-methoxy- 1-naphthyl, 1-ethoxy-2-naphthyl, 2- 
propoxy-1-naphthyl, 3-butoxy-1-naphthyl, 3,8-dimethoxy-1-naphthyl, 2,3-dimethoxy- 1-naphthyl, 4,8-dime- 
thoxy-1-naphthyl, 5,6-dimethoxy- 1-naphthyl, 3,8-diethoxy- 1-naphthyl, 2,3-dipropoxy-1-naphthyi, 4,8-dipen- 
tyioxy-1-naphthyl, 5,6-dibutoxy- 1-naphthyl, 2,3,6-trimethoxy-1-naphthyl, 2, 3,4- trimethoxy- 1-naphthyl, 3,4,5- 
trimethoxy-1-naphthyl, 4,5,6-trimethoxy-1-naphthyi and 2,4,8-trirnethoxy-1-naphthyl groups; aryl groups sub- 
stituted with an amino group or groups, such as the 2-aminophenyl, 3-aminophenyl, 4-aminophenyl, 3,5-dia- 
minophenyl, 2,5-diaminophenyl, 2,6-diaminophenyi, 2,4-diaminophenyi, 2,3,6-triaminophenyt, 2,3,4-triamino- 
phenyl, 3,4,5-triaminophenyl, 2,5,6-triaminophenyi, 2,4,6-triaminophenyl, 1-amino-2-naphthyJ, 2-amino-1- 
naphthyl, 3-amino-1-naphthyl, 3,8-diamino-1-naphthyi, 2,3-diamino-1-naphthyl, 4,8-diamino-1-naphthyl, 5,6- 
diamino-1-naphthyl, 2,3,6-triamino-1-naphthyi, 2, 3,4-triamino- 1-naphthyl, 3,4,5-triamino-1-naphthyi, 4,5,6-tri- 
amino-1-naphthyl and 2 f 4,8-triamino-1-naphthy! groups; aryl groups substituted with a hydroxy group or 
groups, such as the 2-hydroxy phenyl, 3-hydroxyphenyf, 4-hydroxyphenyl, 3, 5-dihydroxy phenyl, 2,5-dihydrox- 
yphenyl, 2,6-dihydroxyphenyl, 2,4-dihydroxyphenyl, 2, 3,6-trihydroxy phenyl, 2,3,4-trihydroxyphenyl, 3,4,5-tri- 
hydroxyphenyl, 2,5,6-trihydroxyphenyl, 2,4,6-trihydroxyphenyl, 1-hydroxy-2-naphthyl, 2-hydroxy- 1-naphthyl, 
3-hydroxy-1-naphthyl, 3,8-dihydroxy- 1-naphthyl, 2, 3-dihydroxy- 1-naphthyl, 4, 8-dihydroxy- 1-naphthyl, 5,6-di^ 
hydroxy-1-naphthyl, 2,3,6-trihydroxy- 1-naphthyl, 2,3,4-trihydroxy- 1-naphthyl, 3, 4, 5-tri hydroxy- 1-naphthyl, 
4,5,6-trihydroxy-1-naphthyl and 2, 4,8-trihydroxy- 1-naphthyl groups; aryl groups substituted with a cyano 
group or groups, such as the 2-cyanophenyl, 3-cyanophenyl, 4-cyanophenyl, 3,5-dicyanophenyl, 2,5-dicyano- 
phenyl, 2,6-dicyanophenyl, 2,4-dicyanophenyl, 2,3,6-tricyanophenyl, 2,3,4-tricyanophenyl, 3,4, 5-tricyano phe- 
nyl, 2,5,6-tricyanophenyl, 2,4,6-tricyanophenyl, 1-cyano-2-naphthyl, 2-cyano- 1-naphthyl, 3-cyano-1 -naph- 
thyl, 3,8-dicyano-1-naphthyl, 2, 3-dicyano- 1-naphthyl, 4,8-dicyano-1-naphthyl, 5,6-dicyano-1-naphthyl, 2,3, 
6-tricyano-1-naphthyl, 2,3,4-tricyano- 1-naphthyl, 3,4,5-tricyano-1-naphthyl, 4,5,6-tricyano- 1-naphthyl and 
2,4,8-tricyano-1-naphthyl groups; aryl groups substituted with an aliphatic acyl group or groups, such as the 
2-acetylphenyi, 3-acetyl phenyl, 4-acetyl phenyl, 3,5-diacetylphenyl, 2, 5-diacetyl phenyl, 2,6-diacetyiphenyl, 
2,4-diacetylphenyl, 2,3,6-tripropionylphenyl, 2,3,4-tripropionyl phenyl, 3,4,5-tripropionylphenyl, 2,5,6-tributyr- 
ylphenyl, 2,4 ,6-tributyryi phenyl, 1-acetyl-2-naphthyl. 2- acetyl- 1-naphthyl, 3-acetyl- 1-naphthyl, 3,8-diacetyl- 
1-naphthyl, 2,3-dipropionyl- 1-naphthyl, 4, 8-dibutyryl- 1-naphthyl, 5,6-dibutyryM-naphthyi, 2,3,6-triacetyM- 
naphthyl, 2,3,4-triacetyl- 1-naphthyl, 3,4,5-tripropionyl- 1-naphthyl, 4,5,6-tributyryl-1-naphthyl, and 2,4,8-tri- 
propionyl-1-naphthyl groups; aryl groups substituted with a carboxyi group or groups, such as the 2-carbox- 
yphenyl, 3-carboxy phenyl, 4-carboxyphenyl, 3,5-dicarboxyphenyl, 2,5-dicarboxyphenyl, 2,6-dicarboxyphenyl 
and 2,4-dicarboxyphenyl groups; aryl groups substituted with a carbamoyl group or groups, such as the 2-car- 
bamoyiphenyl, 3-carbamoylphenyl, 4-carbamoylphenyl, 3, 5-dicarbamoyl phenyl, 2,5-dicarbamoyl phenyl, 2,6- 
dicarbamoylphenyi and 2,4-dicarbamoylphenyl groups; and aryl groups substituted with an alkyienedioxy 
group or groups, such as the 3,4-methylenedioxyphenyl group. The aryl group may also have any combination 
of two or more different substituents selected from the above list. 

Of these aryl groups, the most preferred are the 4-f luorophenyl, 4-methyi phenyl, 4-methoxyphenyl, 4-ami- 
nophenyl and 4-hydroxyphenyl groups. 

In the case of substituents B, where this is an aryloxy group, it may be the aryloxy equivalent of any of 
the aryl groups defined and exemplified above. 

Preferred examples of such aryloxy groups include: the unsubstituted aryloxy groups, such as the phe- 
nyioxy and a- and 0- naphthyloxy groups; aryloxy groups substituted with a halogen atom or atoms, such as 
the 2-fluorophenyloxy, 3-fluorophenyioxy, 4-f luorophenyioxy, 2-chlorophenyloxy, 3-chlorophenyloxy, 4-chlor- 
ophenyioxy, 2-bromophenyloxy, 3-bromophenyioxy, 4-bromophenyloxy, 3, 5-dif luorophenyioxy, 2,5-difluoro- 
phenyloxy, 2,6-d if luorophenyioxy, 2,4-d if luorophenyioxy, 3,5-dibromophenyloxy, 2,5-dibromophenyloxy, 2,6- 
dichlorophenyloxy, 2,4-dichlorophenyloxy, 2, 3,6-trif luorophenyioxy, 2,3,4-trifluorophenyloxy, 3,4, 5-trif luoro- 
phenyioxy, 2,5,6-trifluorophenyioxy, 2,4, 6-trif luorophenyioxy, 2,3,6-tribromophenyloxy, 2,3,4-tribromopheny- 
loxy, 3,4,5-tribromophenyloxy, 2,5,6-trichlorophenyloxy, 2,4,6-trichlorophenyloxy, 1-fluoro-2-naphthyloxy, 2- 
fluoro-1-naphthyioxy, 3-fluoro-1 -naphthyloxy, 1-chlor6-2- naphthyloxy, 2-chloro-1 -naphthyloxy, 3-bromo-1- 
naphthyloxy, 3,8-difluoro-1-naphthyloxy, 2,3-difiuoro-1- naphthyloxy, 4,8-drfluoro-1 -naphthyloxy. 5,6-di- 
fluoro-1-naphthyloxy, 3, -8-dichloro-1 -naphthyloxy, 2, 3-dichloro-1 -naphthyloxy, 4,8-dibromo-1 -naphthyloxy, 
5,6-dibromo-1 -naphthyloxy, 2, 3,6-trifluoro-1 -naphthyloxy, 2,3,4-trifluoro-1 -naphthyloxy, 3,4,5-trifluoro-1- 
naphthyloxy, 4,5,6-trifluoro-1 -naphthyloxy and 2,4,8-trifIuoro-1-naphthyl-oxy groups; aryloxy groups substi- 
tuted with a haloalkyl group or groups, such as the 2-trifluoromethylphenyloxy, 3-trifluoromethylphenyloxy, 4- 
trifluoromethylphenyloxy,. 2-trichloromethylphenyloxy, 3-dichloromethylphenyloxy, 4-trichloromethylpheny- 
loxy, 2-tribromornethyiphenyloxy, 3-dibromomethylphenyloxy, 4-dibromomethylphenyloxy, 3,5-bistrifluorome- 
thylphenyloxy, 2,5-bistrifluoromethylphenyloxy, 2,6-bistrifluoromethylphenyioxy, 2,4-bistrifluoromethylphe- 
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nyloxy, 3,5-bistribromomethyfphenyloxy, 2,5-bisdibromomethyfphenyloxy, 2,6-bisdichloromethylphenyioxy, 
2,4-bisdichIoromethylphenyloxy, 2,3,6-tristrifluoromethylphenyloxy, 2,3,4-tristrifluoromethylphenyloxy, 3,4,5- 
tristrifluoromethylphenyloxy, 2,5,6-tristrifluoromethylphenyloxy, 2,4,6-tristrifluoromethylphe nyloxy, 2,3,6-tris- 
tribromomethylphenytoxy, 2,3,4-trisdibromomethytphenyloxy, 3,4,5-tristribromomethyfphenyloxy, 2,5,6-tris- 
dichloromethylphenyioxy, 2,4,6-trisdichlorornethyiphenyloxy, 1-trifluoromethyl-2-napht nyloxy, 2-trifluorome- 
thyi-1-naphthyloxy, 3-trifluoromethyl-1-napht nyloxy, 1-trichlorornethy1-2-napht nyloxy, 2-dichloromethyl-1- 
naphthyloxy, 3-tribromomethyl-1-napht nyloxy, 3,8-bistrifluoromethyl-1-naphthyloxy, 2,3-bistrifluoromethyl-1- 
naphthyloxy, 4,8-bistrifluoromethyl-1-naphthyloxy, 5,6-bistrrfluoromethyl- 1-naphthyloxy, 3,8-bistrichlorome- 
thyM-naphthyioxy, 2, 3- bisdichloromethyl- 1-naphthyloxy, 4, 8-bisdibromomethyl- 1-naphthyloxy, 5,6-bistribro- 
momethyi-1-naphthyloxy, 2, 3,6-tristnfluoromethy1-1-napht nyloxy, 2,3,4-tristrifluromethyl- 1-naphthyloxy, 

3.4.5- tristrifluoromethyl- 1-naphthyloxy, 4,5,6-tris-trifluoromethyl-1-naphthyloxy and 2,4,8-tristrifluoromethyl- 

1- naphthyloxy groups; aryloxy groups substituted with a lower alkyl group or groups, such as the 2-methyl- 
phenyloxy, 3-methylphenyloxy, 4-methylphenyioxy, 2-ethylphenyioxy, 3-propylphenyloxy, 4-ethylphenyloxy, 

2- butylphenyloxy, 3-pentyiphenyloxy, 4-pentylphenyloxy, 3,5-dimethylphenyloxy, 2,5-dimethyiphenyloxy, 
2,6-dimethylphenylox, 2,4-dimethylphe nyloxy, 3,5-dibutylphenyloxy, 2,5-dipentylphenyloxy, 2,6-dipropylphe- 
nyloxy, 2,4-dipropylphenyloxy, 2,3,6-trimethyiphenyloxy, 2,3,4-trimethylphenyloxy, 3,4,5-trimethylphenyloxy, 

2.5.6- trimethylphenyloxy, 2,4,6-trimethylphenyloxy, 2,3,6-tributylphenyloxy, 2,3,4-tripentylphenyloxy, 3,4,5- 
tributylphenyloxy, 2,5,6-tripropylphenyfoxy, 2,4, 6-tripropylphe nyloxy, 1-methyl-2-naphthytoxy, 2-methyl-1- 
naphthyloxy, 3-methyl-1-napht nyloxy, 1-ethyi-2-napht nyloxy, 2-propyl-1-naphthyloxy, 3-butyl-1-naphthy- 
loxy, 3,8-dimethyl-1-naphthyloxy, 2, 3-d imethyi-1-napht nyloxy, 4,8-dimethyM-napht nyloxy, 5,6-dimethyl-1- 
naphthyloxy, 3,8-diethyl-1-naphthyioxy, 2, 3-d ipropyM-napht nyloxy, 4,8-dipentyl-1-naphthyioxy, 5,6-dibutyl- 

1- naphthyloxy, 2,3,6-trimethyl- 1-naphthyloxy, 2,3,4-trimethyl-1-napht nyloxy, 3,4,5-trimethyl-1-naphthyloxy, 
4,5,6-trimethyl-1-naphthyloxy and 2,4,8-trimethyi-1-naphthyloxy groups; aryloxy groups substituted with a 
lower alkoxy group or groups, such as 2-methoxyphenyloxy, 3-methoxyphenyloxy, 4-methoxyphenyloxy, 2- 
ethoxyphe nyloxy, 3-propoxyphenyloxy, 4-ethoxyphenyloxy, 2-butoxyphenyloxy, 3-pentyloxyphenyloxy, 4- 
pentyloxyphenyloxy, 3,5-dimethoxyphenyloxy, 2,5-dimethoxyphenyloxy, 2,6-dimethoxyphenytoxy, 2,4-dime- 
thoxyphenyloxy, 3,5-dibutoxyphe nyloxy, 2, 5-dipentyloxyphe nyloxy, 2,6-dipropoxyphenyloxy, 2,4-dipropoxy- 
phenyloxy, 2, 3,6-trimethoxyphe nyloxy, 2,3,4-trimethoxyphenyloxy, 3,4,5-trimethoxyphenyloxy, 2,5,6-trime- 
thoxyphenyloxy, 2,4,6-trimethoxyphenyloxy, 2,3,6-tributoxyphenyloxy, 2,3,4-tripentyloxyphenyloxy, 3,4,5-trib- 
utoxyphenyloxy, 2,5,6-tripropoxyphenyloxy, 2,4,6-tripropoxyphenyloxy, 1-methoxy-2-naphthyloxy, 2-me- 
thoxy-1-napht nyloxy, 3-methoxy- 1-naphthyloxy, 1-ethoxy-2-naphthyloxy, 2-propoxy-1-naphthyloxy, 3-bu- 
toxy- 1-naphthyloxy, 3,8-dimethoxy-1-naphthyloxy, 2,3-dimethoxy-1-naphthyloxy, 4,8-dimethoxy-1-naphthy- 
loxy, 5,6-dimethoxy-1-napht nyloxy, 3,8-diethoxy- 1-naphthyloxy, 2,3-dipropoxy-1-napht nyloxy, 4,8-dipenty- 
loxy-1-naphthyloxy, 5,6-dibutoxy-1-naphthyloxy, 2,3,6-trimethoxy-1-napht nyloxy, 2,3,4-trimethoxy-1-naph- 
thyloxy, 3,4,5-trimethoxy-1-naphthyioxy, 4,5,6-trimethoxy-1-naphthyloxy and 2,4 f 8-trimethoxy-1-naphthy- 
loxy groups; aryloxy groups substituted with an amino group or groups, such as the 2-aminophenyioxy, 3-ami- 
nophenyioxy, 4-aminophenyloxy, 3, 5-diaminophe nyloxy, 2,5-diaminophenyloxy, 2,6-diaminophenyloxy, 2,4- 
diaminophenyloxy, 2,3,6-triaminophenyloxy, 2,3,4-triaminophenyloxy, 3,4,5-triaminophenyloxy, 2,5.6-triami- 
nophenyloxy, 2,4,6-triaminophenyloxy, 1-amino-2-naphthyloxy, 2-amino-1-naphthyloxy, 3-amino-1-naphthy- 
loxy, 3,8-diamino-1-naphthyloxy, 2,3-diamino-1-naphthyloxy, 4,8-diamino-1-naphthyloxy, 5,6-diamino-1- 
naphthyloxy, 2,3,6-triamino-1-naphthyloxy t 2 f 3,4-triamino-1-naphthyloxy, 3,4,5-triamino-1-naphthyloxy, 
4,5,6-triamino-1-naphthyloxy and 2,4,8-triamino-1-napht nyloxy groups; aryloxy groups substituted with a hy- 
droxyl group or groups, such as the 2-hydroxyphenyloxy, 3-hydroxyphenyloxy, 4-hydroxyphenyloxy, 3,5-dihy- 
droxyphenyioxy, 2,5-dihydroxyphenyloxy, 2,6-dihydroxyphenyloxy, 2,4-dihydroxyphenyloxy, 2,3,6-trihydroxy- 
phenyloxy, 2, 3,4-trihydroxyphe nyloxy, 3,4,5-trihydroxyphenyloxy, 2,5,6-trihydroxyphenyloxy, 2,4,6-trihydroxy- 
phenyloxy, 1-hydroxy-2-napht nyloxy, 2- hydroxy- 1-naphthyloxy, 3-hydroxy-1-naphthyloxy, 3,8-dihydroxy-1- 
naphthyloxy, 2, 3-dihydroxy- 1-naphthyloxy, 4, 8-dihydroxy- 1-naphthyloxy, 5, 6-di hydroxy- 1-naphthyloxy, 2,3,6- 
trihydroxy- 1-naphthyloxy, 2,3, 4-trihydroxy T 1-naphthyloxy, 3,4, 5-tri hydroxy- 1-naphthyloxy, 4,5,6-trihydroxy-1- 
napht nyloxy and 2,4,8-trihydroxy-1-napht nyloxy groups; aryloxy groups substituted with a cyano group or 
groups such as the 2-cyanophe nyloxy, 3-cyanophenyloxy, 4-cyanophenyloxy, 3,5-dicyanophenyloxy, 2,5-di- 
cyanophenyloxy, 2,6-dicyanophenyloxy, 2, 4-dicya nophenyloxy, 2,3,6-tricyanophenyioxy, 2,3,4-tricyanophe- 
nyloxy, 3,4,5-tricyanophenyloxy, 2,5,6-tricyanophenyloxy, 2,4,6-tricyanophehyloxy, 1-cyano-2-naphthyloxy, 

2- cyano-1-naphthyioxy, 3-cyano-1-naphthyloxy, 3,8-dicyano-1-naphthyloxy, 2, 3-dicyano- 1-naphthyloxy, 4,8- 
dicyano-1-napthyloxy, 5, 6-dicyano- 1-naphthyloxy, 2, 3,6-tricyano- 1-naphthyloxy, 2,3,4-tricyano-1-naphthy- 
loxy, 3,4,5-tricyano- 1-naphthyloxy, 4,5,6-tricyano- 1-naphthyloxy and 2,4, 8-tricyano- 1-naphthyloxy groups; 
aryloxy groups substituted with an aliphatic acyi group or groups, such as the 2- acet yip he nyloxy, 3-acetyl- 
phenyloxy, 4-acetylphenyloxy, 3, 5-diacetyl phenyl oxy, 2,5-diacetylphe nyloxy, 2,6-diacetylphenytoxy, 2,4-dia- 
cetylphenyloxy, 2,3,6^tri prop ionyiphe nyloxy, 2,3,4-tripropionylphenytoxy, 3,4,5-tripropionylphenyloxy, 2,5,6- 
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tributyrylphenyloxy, 2.4,6-tributyryiphenyioxy, 1-acetyl-2-naphthyloxy, 2-acetyM-naphthyloxy, 3-acetyM- 
naphthyloxy, 3,8-diacetyl-1-naphthytoxy, 2,3-dipropionyM-naphthyfoxy, 4,8-dibutyryl-1-naphthyloxy, 5,6-di- 
butyryl-1-naphthyloxy, 2,3,6-triacetyM-naphthyloxy, 2,3,4-triacetyM-naphthyloxy, 3,4,5-tripropionyM- 
naphthyfoxy, 4,5,6-tributyryl-1 -naphthyloxy and 2,4,8-tributyryM -naphthyloxy groups; aryloxy groups substi- 
tuted with a carboxyl group or groups, such as the 2-carboxyphenyloxy, 3-carboxyphenyloxy, 4-carboxyphe- 
nyloxy, 3,5-dicarboxyphenyloxy, 2,5-dicarboxyphenyloxy, 2,6-dicarboxyphenyloxy and 2,4-dicarboxypheny- 
loxy groups; aryloxy groups substituted with a carbamoyl group or groups, such as the 2-carbamoyiphenyloxy, 
3-carbamoyiphenyloxy, 4-carbamoylphenyloxy, 3,5-dicarbamoylphenyloxy, 2,5-dicarbamoylphenyloxy, 2,6-di- 
carbamoyiphenyloxy and 2,4-dicarbamoylphenyloxy groups; and aryloxy groups substituted with an alkyiene- 
dioxy group or groups, such as the 3,4-methyienedioxyphenyloxy group. The aryloxy group may also have any 
combination of two or more different substituents selected from the above list. 

Of these aryloxy groups, the most preferred are the 4-fluorophenyloxy, 4-methyiphenyioxy, 4-methoxy- 
phenyloxy, 4-aminophenyloxy and 4-hydroxyphenyloxy groups. 

Where R a or Substituent A represents an alkoxycarbonyl group, the alkoxy part preferably has from 1 to 
6 carbon atoms and may be a straight or branched chain group. Examples of such groups include the methox- 
ycarbonyi, ethoxy carbon yl, propoxycarbonyl, isopropoxycarbonyi, butoxycarbonyl, isobutoxycarbonyl, sec-bu- 
toxycarbonyl, t-butoxycarbonyl, pentyloxycarbonyl, isopentyloxycarbonyl, 2-methoxybutoxycarbonyl, neopen- 
tyloxycarbonyl, 1-ethoxypropoxycarbonyl, hexyloxycarbonyl, 4-methoxypentyloxycarbonyl, 3-methoxypenty- 
loxycarbonyl, 2-methoxypentyloxycarbonyl, 1 -met hoxy pentyloxycarbonyl, 3,3-dimethoxybutoxycarbonyl, 2,2- 
dimethoxy butoxycarbonyl, 1,1-dimethoxybutoxycarbonyl, 1,2-dimethoxybutoxycarbonyl, 1,3-dimet hoxy bu- 
toxycarbonyl, 2,3-dimethoxybutoxycarbonyl and 2-et hoxy butoxycarbonyl groups, of which we prefer the 
straight and branched chain alkoxycarbonyl groups having from 1 to 4 carbon atoms, especially the methox- 
ycarbonyl and ethoxycarbonyl groups. 

Where R a or substituent A represents an alkoxy group, this may be a straight or branched chain group, for 
example a met hoxy, ethoxy, pro poxy, isopropoxy, butoxy, isobutoxy, sec- butoxy, t-butoxy, pentyloxy, isopen- 
tyloxy, 2-methyl- butoxy, neopentyloxy, 1-ethylpropoxy, hexyloxy, 4-methylpentyloxy, 3-methyl pentyloxy, 2- 
methylpentyloxy, 1 -methyl pentyloxy, 3,3-dimethyl butoxy, 2,2-dimethyl butoxy, 1,1 -dimethyl butoxy, 1,2-dime- 
thylbutoxy, 1 ,3-dimethyl butoxy, 2,3-dimethyl butoxy or 2-ethylbutoxy groups, of which we prefer the straight 
and branched chain alkoxy groups having from 1 to 4 carbon atoms, especially the met hoxy and ethoxy groups. 

Where R a represents an aralkyloxy group, the aralkyl part may be as defined above in relation to R 1 . Spe- 
cific examples of such groups include the benzyloxy, a-naphthylmethyloxy, 0-naphthylmethyioxy, 2-methyl- 
benzyloxy, 3-methylbenzyloxy, 4-methyl benzyloxy, 2,4,6-frimethyi benzyloxy, 3,4,5-trimethylbenzyloxy, 2-me- 
thoxybenzyloxy, 3-met hoxy benzyloxy, 4-methoxybenzyloxy, 3,4-dimethoxybenzyloxy, 2-nitrobenzyloxy, 4-ni- 
trobenzyloxy, 2-chlorobenzyloxy, 3-chlorobenzyloxy, 4-chlorobenzyloxy, 4-bromobenzyloxy, 4-cyanobenzy- 
loxy, a or 0- naphthytmethyloxy, benzhydryloxy (i.e. diphenyi met hoxy), trityloxy (i.e. triphenyimethoxy), phe- 
nethyloxy, 1-phenylethoxy, 1-(a or 0- naphthyl)ethoxy, 2-(a or 0- naphthyl)ethoxy, 1- phenyl propoxy, 2-phe- 
nylpropoxy, 3-phenyl propoxy, 1-(aor0-naphthyi)propoxy, 2-(aor 0- naphthyl)propoxy, 3-(aor0- naphthyl)pro- 
poxy, 1-phenylbutpxy, 2-phenylbutoxy, 3-phenylbutoxy, 4-phenylbutoxy, 1-(a or 0- naphthyi)butoxy, 2-(a or 0- 
naphthyl)butoxy, 3-(a or 0- naphthyl)butoxy, 4-(a or 0-naphthyl)butoxy t 1 -phenyl pentyloxy, 2-phenylpenty- 
loxy, 3-phenylpentyloxy, 4-phenyl pentyloxy, 5- phenyl pentyloxy, 1-(a or0- naphthyl)pentyloxy, 2-(a or0-naph- 
thyl)pentyloxy, 3-(a or 0- naphthyl)pentyloxy, 4-(a or 0- naphthyl)pentyloxy, 5-(a or 0-naphthyl)pentyloxy, 1- 
phenylhexyloxy, 2-phenylhexyloxy, 3-phenyl hexyloxy, 4-phenyl hexyloxy, 5-phenylhexyloxy, 6-phenyihexy- 
loxy, 1-(a or 0- naphthyl)-hexyloxy, 2-(a or 0- naphthyl)hexyloxy, 3-(a or 0- naphthyl)hexyloxy, 4-(a or 0- naph- 
thyl)hexyloxy, 5-(a or 0- naphthyQhexyioxy and 6-(a or 0-naphthyi) hexyloxy groups. Of these, we prefer the 
unsubstituted aralkyloxy groups and more prefer the unsubstituted benzyloxy and 2-phenethyloxy groups. 

Where R b or substituent C represents an arylalkenyl group, the alkenyl part has from 2 to 4, preferably 3 
or 4 and more preferably 3, carbon atoms, and the aryl part may be any of the aryl groups exemplified above. 
Suitable alkenyl groups include the vinyl, allyl, methallyl, isopropenyi, 1-butenyl, 2-butenyl and 3-butenyl 
groups. The most preferred arylalkenyl group is the cinnamyi (3-phenyi-2-propenyi) group. 

Where R b or substituent A, B, C or D represents a heterocyclic group, this preferably has from 3 to 10 ring < 
atoms, of which from 1 to 4 are hetero-atoms selected from the group consisting of nitrogen, oxygen and sulfur 
hetero-atoms. The group may be a monocyclic group or it may consist of two or more rings attached to each/ 
other by fusion or by a spiro attachment. In the case of those groups having 4 hetero-atoms in a ring, we prefer 
that 3 or 4 of them should be nitrogen atoms and 1 or 0 should be an oxygen or sulfur atom. In the case of 
those groups having 3 hetero-atoms in a ring, we prefer that 1, 2 or 3 should be nitrogen atoms and, corre- 
spondingly, 2, 1 or 0 should be oxygen and/or sulfur atoms. In the case of those groups having 1 or 2 hetero- 
atoms in a ring, the hetero-atoms may be freely chosen from nitrogen, oxygen and sulfur atoms. Preferably, 
however, the group contains at least one nitrogen atom. The group may be substituted or unsubstituted and, 
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if substituted, the substituents are selected from the group consisting of substituents G, as defined and exem- 
plified above. 

The groups may also be saturated, unsaturated or partially saturated and, if fully unsaturated, may be ar- 
omatic in character. Examples of such non-aromatic groups include the azetidinyl, morpholinyl (especially mor- 

5 pholino), thiomorpholinyl, pyrrolidinyl, hydroxy pyrrolidinyl, t-butoxy pyrrol idinyl, chloropyrrolidinyl, pyrrol inyl, 
imidazolidinyl, imidazolinyl, pyrazoiidinyl, pyrazolinyl, thiazol idinyl, 5, 5-dimethylthiazol idinyl, oxazolidinyl, pi- 
peridyl and piperazinyl groups. Of these, we prefer the saturated heterocyclic groups having from 4 to 6 ring 
atoms and containing at least one nitrogen atom, and optionally an oxygen or sulfur atom or atoms. The most 
preferred groups are the pyrrolidinyl, hydroxypyrrolidinyl, chloropyrrolidinyl, thiazol id inyl, 5,5-dimethyl-thiazo- 

10 lidinyl and oxazolidinyl groups. 

These heterocyclyl groups may optionally be condensed with one or more other cyclic groups such as, for 
example, the aryl groups and cycloalkyl groups defined and exemplified above. Examples of such groups in- 
clude: the 1,2,3,4-tetrahydroisoquinoiyt, decahydroisoquinolyl, 1,2,3,4-tetrahydroquinolyl, decahydroquinolyl, 
isoindolinyl and indolinyl groups. 

is In the case of those heterocyclic groups which are fully unsaturated and have aromatic character, these 

necessarily have at least 5 ring atoms and thus have from 5 to 10 ring atoms, more preferably from 5 to 7 ring 
atoms. The groups also preferably contain from 1 to 3 hetero-atoms selected from the group consisting of ni- 
trogen, oxygen and sulfur atoms. Examples of such groups include: the furyl, thienyi, pyrrolyl, azepinyl, pyra- 
zolyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazoiyl, 1,2,3-oxadiazolyl, triazolyl, tetrazolyi, thiadiazolyl, 

20 pyranyl, pyridyl, pyridazinyl, pyrimidinyl and pyrazinyl groups. Of these, we prefer those aromatic heterocyclic 
groups containing 5 or 6 ring atoms of which from 1 to 3 are sulfur, oxygen or/and nitrogen atoms or containing 
4 ring nitrogen atoms. The most preferred aromatic heterocyclic groups are those containing 5 or 6 ring atoms 
of which at least one. is a nitrogen atom, and which may optionally contain an oxygen or sulfur atom or atoms, 
or containing 4 ring nitrogen atoms. Examples of preferred groups include: the pyrrolyl, azepinyl, pyrazolyl, 

25 imidazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazoiyl, 1,2,3-oxadiazolyl, triazolyl, tetrazolyi, thiadiazolyl, pyri- 
dyl, pyridazinyl, pyrimidinyl and pyrazinyl groups. More preferred examples include: the imidazolyl, oxazolyl, 
isoxazolyl and thiazolyl groups. 

These heterocyclic groups may optionally be condensed with one or more other cyclic groups, for example, 
the aryl groups defined and exemplified above. Examples of such heterocyclic groups include: the benzofur- 

30 anyl, chromenyl, xanthenyl, phenoxathinyi, indolizinyl, isoindolyi, indolyl, indazolyl, purinyl, quinolizinyl, isoqul- 
nolyl, quinolyl, phthalazinyl, naphthyridinyl, quinoxalinyl, quinazolinyl, carbazolyl, carbolinyl and acridinyl 
groups. 

The heterocyclyloxy groups included in substituents A and B and the heterocyclyl-carbonyl groups and het- 
erocyclyl-alkyl groups included in substituents F may have any of the above aromatic or non-aromatic hetero- 
35 cyclic groups as the heterocyclic part of the group. 

Where substituent B represents a halogen atom, this may be, for example, the fluorine, chlorine, bromine 
or iodine atom, preferably the fluorine, chlorine or bromine atom, and most preferably the fluorine or chlorine 
atom. 

It will be seen in the above definitions that a substituent group may be itself substituted by a further sub- 

40 stituent, and that further substituent may itself be still further substituted and so on. Since the compounds of 
the present invention are oligopeptides, although this provision of substituents on substituents may continue 
along several generations, beyond a certain point, which will vary depending upon the substituents but which 
will be well recognised by those skilled in the art, this must stop. In general, we prefer that, where a substituent 
defined in one of substituents A through F may be further substituted, that further substituent may be still fur- 

45 ther substituted and the still further substituent may be finally substituted, but the final substituent may not be 
further substituted. However, this may vary from case to case, as will be clear to those skilled in the art. 

The compounds of the present invention can form salts. Examples of such salts include: salts with an alkali 
metal, such as sodium, potassium or lithium; salts with an alkaline earth metal, such as barium or calcium; 
salts with another metal, such as magnesium or aluminum; ammonium salts; organic base salts, such as a 

so salt with triethyiamine, diisopropyiamine, cyclohexytamine or dicyclohexylamine; and salts with a basic amino 
acid, such as lysine or arginine. Also, since the compound of the present invention contains a basic group in 
its molecule, it can form acid addition salts. Examples of such acid addition salts include: salts with mineral^ 
acids, especially hydrohalic acids (such as hydrofluoric acid, hydrobromic acid, hydro iodic acid or hydrochloric 
acid), nitric acid, carbonic acid, perchloric acid, sulfuric acid or phosphoric acid; salts with lower alkylsulfonic 

55 acids, such as methanesulfonic acid, trifluoromethanesuifonic acid or ethanesulfonic acid; salts with aryl sul- 
fonic acids, such as benzenesulfonic acid or p_-toluenesulfonic acid; salts with organic carboxylic acids, such 
as acetic acid, fumaric acid, tartaric acid, oxalic acid, maleic acid, malic acid, succinic acid, benzoic acid, man- 
del ic acid, ascorbic acid, lactic acid, gluconic acid or citric. acid; and' salts with amino acids, such as glutamic 
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acid or aspartic acid. 

The compounds of the present invention necessarily contain several asymmetric carbon atoms in their mol- 
ecules, and can thus form optical isomers. Although these are all represented herein by a single molecular 
formula, the present invention includes both the individual, isolated isomers and mixtures, including racemates 
thereof. Where stereospecif ic synthesis techniques are employed or opticaily active compounds are employed 
as starting materials, individual isomers may be prepared directly; on the other hand, if a mixture of isomers 
is prepared, the individual isomers may be obtained by conventional resolution techniques. 

Those compounds of the present invention containing a carboxy group can form esters. There is no par- 
ticular restriction on the nature of the ester, provided that, where the compound is to be used for therapeutic 
purposes, the ester is pharmaceutical^ acceptable, that is it is not more toxic (or unacceptably more toxic) or 
less active (or unacceptably less active) than the corresponding free acid. Examples of suitable ester groups 
include: 

alkyl groups having from 1 to 20 carbon atoms, more preferably from 1 to 6 carbon atoms, such as those 
exemplified above and higher alkyl groups as are well known in the art, such as the heptyl, octyl, nonyl, decyl, 
dodecyl, tridecyl, pentadecyl, octadecyl, nonadecyl and icosyi groups, but most preferably the methyl, ethyl 
and t-butyl groups; 

cycloalkyl groups having from 3 to 7 carbon atoms, for example the cyclopropyl, cydobutyl, cyclopentyl, 
cyclohexyl and cyclone pty I groups; 

aralkyl groups, in which the alkyl part has from 1 to 3 carbon atoms and the aryl part is a carbocyclic 
aromatic group having from 6 to 14 carbon atoms, which may be substituted or unsubstituted and, if substituted, 
has at least one of substituents F defined and exemplified above, although the unsubstituted groups are pre^ 
ferred; examples of such aralkyl groups include the benzyl, phenethyl, 1-phenyiethyl, 3-phenyl propyl, 2-phe- 
nylpropyl, 1-naphthylmethyl, 2-naphthylmethyi, 2-(1-naphthyl)ethyl, 2-(2-naphthyl)ethyl, benzhydryj (i.e. di- 
phenylmethyi), triphenylmethyl, bis(a-nitrophenyl)methyl, 9-anthrylmethyi, 2,4,6-trimethyl benzyl, 4-bromo- 
benzyl, 2-nitrobenzyl, 4-nitrobenzy!, 3-nitrobenzyl, 4-methoxy benzyl and piperonyl groups; 

alkenyl groups having from 2 to 6 carbon atoms, such as the the vinyl, allyl, 2-methylallyi, 1-propenyl, 
isopropenyl , 1-butenyl,2-butenyl, 3-butenyi, 1-pentenyl,2-pentenyl,3-pentenyl,4-pentenyl, 1-hexenyl, 2-hex- 
enyi, 3-hexenyl, 4-hexenyl and 5-hexenyl groups, of which the vinyl, allyl, 2-methylailyl, 1-propenyl, isoprope- 
nyl and butenyl groups are preferred, the allyl and 2-methylallyl groups being most preferred. 

halogenated alkyl groups having from 1 to 6, preferably from 1 to 4, carbon atoms, in which the alkyl 
part is as defined and exemplified in relation to the alkyl groups above, and the halogen atom is chlorine, flu- 
orine, bromine or iodine, such as the 2,2,2-trichloroethyl, 2-haloethyi (e.g. 2-chloroethyl, 2-fluoroethyl, 2- 
bromoethyl or 2-iodoethyl), 2,2-dibromoethyl and 2,2,2-tribromoethyl groups; 

substituted silyiaikyl groups, in which the alkyl part is as defined and exemplified above, and the silyi 
group has up to 3 substituents selected from alkyl groups having from 1 to 6 carbon atoms and phenyl groups 
which are unsubstituted or have at least one substituent selected from substituents F defined and exemplified 
above, for example a 2-trimethylsilylethyl group; 

phenyl groups, in which the phenyl group is unsubstituted or substituted, preferably with at least one 
alkyl group having from 1 to 4 carbon atoms or acylamino group, for example the phenyl, tolyi and benzami- 
do phenyl groups; 

phenacyi groups, which may be unsubstituted or have at least one of substituents F defined and exem- 
plified above, for example the phenacyi group itself or the pj-bromophenacyl group; 

cyclic and acyclic terpenyl groups, for example the geranyl, neryl, linalyl, phytyl, menthyl (especially m- 
and p- menthyl), thujyl, caryl, pinanyl, bornyl, norcaryl, norpinanyl, norbornyl, menthenyi, camphenyi and nor- 
bornenyi groups; 

alkoxymethyl groups, in which the alkoxy part has from 1 to 6, preferably from 1 to 4, carbon atoms and 
may itself be substituted by a single unsubstituted alkoxy group, such as the methoxymethyl, ethoxymethyl, 
propoxymethyt, isopropoxymethyl, butoxymethyl and methoxyethoxymethyl groups; 

aliphatic acyloxyalkyl groups, in which the acyl group is preferably an alkanoyl group and is more pre- 
ferably an alkanoyl group having from 2 to 6 carbon atoms, and the alkyl part has from 1 to 6, and preferably 
from 1 to 4, carbon atoms such as the acetoxymethyl, propionyloxymethyl, butyryloxymethyl, isobutyryloxy- 
methyl, pivaloyloxymethyl, 1-pivaloyloxyethyi, 1-acetoxyethyl, 1-isobutyryloxy ethyl, 1-pivaloyloxypropyl, 2- 
methyl-l-pivaloyloxypropyl, 2-pivaloyloxypropyl, 1 -isobutyryloxyethyf, 1-isobutyryloxypropyl, 1-acetoxyprp- ' 
pyl, 1-acetoxy-2-methyipropyt, 1-propionyloxyethyl, 1-propibnyloxyprppyi, 2-acetoxypropyl and,1-butyrylox- 
yethyl groups; 1 1 v 1 • 

cycloalkyl-substituted aliphatic acyloxyalkyl groups, in which the acyl group is preferably an alkanoyl v 
group and is more preferably an alkanoyl group having from 2 to 6 carbon atoms, the cycloalkyl substituent 
has from 3 to 7 carbon atoms, and the alkyl part has from 1 to 6, preferably from 1 to 4, carbon atoms, such * 
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as the (cyclohexylacetoxy)methyl f 1-(cyclohexylacetoxy)ethyl, 1-(cyclohexylacetoxy)propyl, 2-m ethyl- 1- (cy- 
cle hexylacetoxy) propyl, (cyclopentylacetoxy)methyl, 1-(cyclopentylacetoxy)ethyl, l-(cyclopentyfacetoxy)- 
propyl and 2-methyl-1-(cyclopentylacetDxy) propyl, groups; 

alkoxy carbonyloxyalkyl groups, especially 1-(alkoxycarbonyloxy)ethyl groups, in which the alkoxy part 
has from 1 to 10, preferably from 1 to 6, and more preferably from 1 to 4, carbon atoms, and the alkyl part has 
from 1 to 6, preferably from 1 to 4, carbon atoms, such as the 1-methoxycarbonyloxyethyl, 1-ethoxycarbony- 
loxyethyl, 1-propoxycarbonyioxyethyl, 1-iso pro poxy carbonyloxyethyl, 1-butoxycarbonyloxyethyl, 1-isobutox- 
ycarbonyloxyethyl, 1-sec-butoxycarbonyloxyethyl, 1-t-butoxy carbonyloxyethyl, 1-(1 -ethyl propoxycarbony- 
loxy)ethyl and ,1-dipropylbutoxycarbony!oxy)ethyl groups, and other alkoxycarbonyl alky I groups, in which 
both the alkoxy and alkyl groups have from 1 to 6, preferably from 1 to 4, carbon atoms, such as the 2-methyl- 
1-(isopropoxycarbonyloxy)propyl, 2- (isopropoxycarbonyloxy) propyl, isopropoxycarbonyloxymethyl, t-butoxy- 
carbonyloxymethyl, methoxycarbonyloxymethyl and ethoxycarbonyloxy methyl groups; 

cycloalkylcarbonyloxyalkyl and cycloalkyloxycarbonyloxyalkyl groups, in which the cycloalkyl group has 
from 3 to 10, preferably from 3 to 7, carbon atoms, is mono- or poly- cyclic and is optionally substituted by at 
least one (and preferably only one) alkyl group having from 1 to 4 carbon atoms (e.g. selected from those alkyl 
groups exemplified above) and the alkyl part has from 1 to 6, more preferably from 1 to 4, carbon atoms (e.g. 
selected from those alkyl groups exemplified above) and is most preferably methyl, ethyl or propyl, for example 
the 1-methylcyciohexylcarbonyloxymethyl, 1-methylcyclohexyloxycarbonyloxymethyl, cyclopentyloxycarbo- 
nyloxymethyl, cyciopentylcarbonyioxymethyl, 1-cyclohexyloxy carbonyloxyethyl, 1-cyclohexylcarbonyloxye- 
thyl, 1-cyciopentyloxycarbonyloxyethyi, 1-cyclopentylcarbony loxyethyl, 1-cycloheptyloxycarbonyloxy ethyl, 1- 
cydoheptylcarbonyloxy ethyl, 1-methylcyclopentylcarbonyloxymethyl, 1 -methyl cyclopentyloxy carbonyloxy- 
methyl, 2-methyl-1-(1-methylcyclohexylcarbonyloxy)propyl, 1-(1 -met hylcyclohexylcarbonyloxy) propyl, 2-(1- 
methylcydohexylcarbonyloxy)propyl, 1-(cydohexylcarbonyloxy)propyl, 2-(cydohexylcarbonyloxy) propyl, 2- 
methyl-1-(1 -met hylcydopentylcarbonyloxy) propyl, 1-(1-methylcydopentylcarbonyloxy)propyl, 2-(1-methylcy- 
dopentyicarbonyloxy)propyl, 1-(cyclopentylcarbonyloxy)propyi, 2-(cydopentylcarbonyloxy)propyl, 1-(1-me- 
t hylcydopentylcarbonyloxy )ethyl , 1 -(1 -met hylcydopentylcarbonyloxy) propyl, adamantyl-oxycarbonytoxyme- 
thyl, adamantylcarbonyloxymethyl, 1-adamantyloxycarbonyloxyethyl and 1 -adamantyl-carbony loxyethyl 
groups; 

cydoalkyl alkoxy carbonyloxyalkyl groups in which the alkoxy group has a single cycloalkyl substituent, 
the cycloalkyl substituent having from 3 to 10, preferably from 3 to 7, carbon atoms and mono- or poly- cyclic, 
for example the cydopropyl methoxycarbonyloxymethyl, cyclobutyl methoxycarbonyloxymethyl, cydopentyl- 
methoxycarbonyioxymethyl, cyclohexylmethoxycarbonyloxy methyl, 1 -(cydopropylmethoxy carbonyloxyet- 
hyl, 1-(cyclobutylmethoxycarbonyloxy)ethyl, 1-(cydopentylmethoxycarbonyloxy)ethyl and 1 -(cydohexylme- 
thoxy carbon yloxy)ethyl groups; 

terpenyl carbonyloxyalkyl and terpenyloxycarbonyloxyalkyl groups, in which the terpenyl group is as ex- 
emplified above, and is preferably a cyclic terpenyl group, for example the 1-(menthyloxycarbonyloxy)ethyl, 
1-(menthylcarbonyloxy)ethyl, menthyloxycarbonyloxymethyl, menthylcarbonyloxymethyl, 1-(3-pinanyioxy- 
carbonyloxy)ethyl, 1-(3-pinanylcarbonyloxy)ethyl, 3-pinanyloxycarbonyloxymethyl and 3-pinanylcarbonyloxy- 
methyl groups; 

5-alkyl or 5-phenyl [which may be substituted by at least one of substituents F, defined and exemplified 
above] (2-oxo-1 ,3-dioxolen- 4-yl)alkyl groups in which each alkyl group (which may be the same or different) 
has from 1 to 6, preferably from 1 to 4, carbon atoms, for example the (5-methyl-2-oxo-1,3-dioxolen-4-yl)me- 
thyl, (5-phenyt-2-oxo-1,3-dioxolen-4-yl)methyl, (5-isopropyl-2-oxo-1,3-dioxolen-4-yl) methyl, (5-t-butyl-2- 
oxo-1, 3-dioxolen-4-yl)methyl and 1-(5-methyl-2-oxo-1,3-dioxolen-4-yl)ethyl groups; and 

other groups, especially groups which are easily removed in vivo such as the phthalidyl, indanyl and 2- 
oxo-4,5, 6,7-tetrahydro-1 ,3-benzodioxolen-4-yl groups. 

Of the above groups, we especially prefer those groups which can be removed easily in vivo , and most 
preferably the aliphatic acyloxyalkyl groups, alkoxycarbonyloxyalkyi groups, cydoa I kyt carbonyloxyalkyl 
groups, phthalidyl groups and (5-substituted 2-oxo-1,3-dioxolen-4-yl)methyl groups. 

Preferred dasses of compounds of the present invention are those compounds of formula (I) and salts 
and esters thereof, in which: 

(1) R 1 represents a group of formula -COR a , -COR b , -SO^R 6 or -CONR b R b , in which R a and R b are as de- 
fined above; 

(2) more preferably, R 1 represents a group of formula -COR a , -COR b ', -S0 2 R b ' or-CONR b 'R b ', in which R a 
is as defined above and R b ' represents an aryl group, an unsubstituted aromatic heterocydic group or an 
aromatic heterocydic group having at least one substituent selected from the group consisting of alkyl or 
alkoxy groups each having from 1 to 6 carbon atoms and hydroxy groups; 

(3) most preferably, R 1 represents a group of formula -COR a or -COR b \ where R a and R b ' are as defined 
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above; 

(4) R 2 represents a hydrogen atom or an alkyi group having from 1 to 4 carbon atoms; 

(5) more preferably, R 2 represents a hydrogen atom or a methyl group; 

(6) R 3 represents a substituted alkyi group having from 1 to 6 carbon atoms and substituted by at least one 
5 substituent selected from the group consisting of substituents A', defined below, or R 3 represents any of 

the groups represented by R^; 

R b " represents an unsubstituted alkyi group having from 1 to 6 carbon atoms or a substituted alkyi 
group having from 1 to 6 carbon atoms and substituted by at least one substituent selected from the group 
consisting of substituents B"\ defined below; 
10 said substituents A' are selected from the group consisting of cyano, carbamoyl, carboxy, alkyi thio, 

alkylsulfonyl, aminosulfonyl and aminosulf inyl groups, where said aikylthio and alkylsulfonyl groups have 
from 1 to 6 carbon atoms; 

said substituents B'" are selected from the group consisting of halogen atoms and hydroxy groups; 

(7) more preferably, R 3 represents a substituted alkyi group having from 1 to 6 carbon atoms and substituted 
15 by at least one substituent selected from the group consisting of substituents A\ defined above; 

(8) R 4 represents a substituted alkyi group having from 1 to 6 carbon atoms and substituted by at least one 
substituent selected from the group consisting of substituents B, defined above; 

(9) more preferably, R 4 represents a substituted alkyi group having from 1 to 6 carbon atoms and substituted 
by at least one substituent selected from the group consisting of substituents B\ defined below; 

20 said substituents B' are selected from the group consisting of cycloalkyl groups having from 3 to 7 

ring carbon atoms, heterocyclic groups as defined above and aryl groups as defined above; 

(10) most preferably, R 4 represents a substituted alkyi group having from 1 to 6 carbon atoms and substi- 
tuted by at least one substituent selected from the group consisting of substituents B", defined below; 

said substituents B" are selected from the group consisting of aromatic heterocyclic groups as de- 
25 fined above and aryl groups as defined above; 

(11) R 5 represents a group of formula R b "0-, a group of formula R b "R b "N- or a group of formula R b "HN-, 
where: 

R b " is as defined in (6) above; 

(12) more preferably, R 5 represents a t-butylamino group, a 1,1-dimethyl-2-hydroxyethylamino group, a 
30 1,1-dimethyl-2-hydroxypropylamino group, a butylamino group, a 3-hydroxypropylamino group, a 2-hy- 

droxyethylamino group or a t-butyloxy group; 

(1 3) A represents a group of formula 

-(CH^-B-tCHJn-, 

wherein: B represents a single bond, a carbonyl group, an oxygen atom, a sulfur atom, a group of 
35 formula -NH-, a group of formula -(CH 2 =CH 2 )- or a group of formula -NHCO-; and m and n are each se- 

lected from the group consisting of 0 and integers from 1 to 3, provided that (m + n) is 1 to 3, 
or a group of formula -(CH^m-B-fCHJn- which is substituted by at least one substituent selected from the 
group consisting of the groups defined for R a , the groups defined for R b and substituents B; 

(14) more preferably A represents a group of formula 

40 - (CH 2 ) m -B-(CH 2 ) n -, 

wherein: B represents a single bond, a carbonyl group or a group of formula -(CH 2 =CH2); and m 
and n are each selected from the group consisting of 0 and integers from 1 to 3, provided that (m + n) is 
1 to 3, 

or a group of formula -(CH2) m -B-(CH2) n - which is substituted by at least one substituent selected from halogen 
45 atoms, hydroxy groups and alkoxy groups. 

Also preferred are salts and esters of the above compounds and pro-drugs for these compounds. 

Specific examples of the compounds of the present invention are those compounds of formula (1-1) and 
(I-2), in which the substituents are as defined in the respective one of Tables 1 and 2\ below, i.e. Table 1 relates 
to formula (M) and Table 2 relates to formula (I-2). In the Tables, the following abbreviations are used: 



Ac 


acetyl 


Azep 


azepinyt 


Azet 


azetidinyl 


Azir 


aziridinyl 


tBoc 


t-butoxycarbonyl 


Boz 


: benzoyl 


Bu 


butyl 


iBu 


isobutyi 


tBu 


t-butyl 
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Byr 


butyryl 




Bfur 


benzofuranyl 




Bz 


benzyl 




Bzc 


benzyioxycarbonyl 


5 


Bza 


benzyloxycarbonyiamino 




Bzhy 


benzhydryl 




Bzim 


benzimidazolyl 




Bzisox 


benzisoxazolyf 




Bzoxaz 


benzoxazolyi 


10 


Bzthiaz 


benzthiazolyl 




Car 


carbamoyl 




Deh 


dehydro 




Dhiq 


decahydroisoquinolyl 




Diaz 


diaza 


15 


Et 


ethyl 




Glu 


glutamyl 




Gly 


glycyl 




cHx 


cyclohexyl 




Hia 


hydroxyamino 


20 


Imin 


imino 




Imid 


imidazolyl 




Ind 


indolyl 




Inda 


indazolyl 




Indi 


indolinyl 


25 


Me 


methyl 




Mes 


methanesulfonyl 




Mec 


methoxycarbonyl 




Mor 


morpholino 




MPh 


p-methoxyphenyl 


30 


MPhO 


p-met hoxy phenoxy 




Np 


naphthyl 




Npo 


naphthoxy 




Oxaz 


oxyaza 




Ph 


phenyl 


35 


Pho 


phenoxy 




Pip 


piperidyl 




Pipr 


piperadinyl 




Pro 


prolyl 




Pr 


propyl 


40 


iPr 


isopropyl 




iPn 


isopentyl 




Pre 


propoxycarbonyl 




Pyr 


pyridyl 




Pyrd 


pyrrol idinyl 


45 


Pyz 


pyrazinyl 




Quix 


quinoxalinyl 




Quin 


quinolinyl 




Sam 


sulfamoyl 




Sar 


sarcosyl 


50 


Sfo 


sulfo 




Sim 


sulfimoyl 




Thi 


thienyl 




Thiz 


thiazolyl 




Thz 


thiazol idinyl 


55 


Thf 


tetrahydrofuryl 



and ThiaPro represents a group of formula: 
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Table* 1 



10 



Cpd. R J 
No. 



R" 





1 


Bzc 


CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 


15 


2 


Bzc 


CarCH 2 


Bz 


2 


-Azet-CO- 


tBuNH- 


3 


Bzc 


CarCH 2 


Bz 


4 


-Oxo-2-Azet-CO- 


tBuNH- 




4 


Bzc 


CarCH 2 


Bz 


3 


-Oxo-2-Azet-CO- 


tBuNH- 




5 


Bzc 


CarCH 2 


Bz 


3 


-HO-2-Azet-CO- 


t^BuNH- 


20 


6 


Bzc 


CarCH 2 


Bz 


3 


-Cl-2 -Azet-CO- 


tBuNH- 




7 


Bzc 


CarCH 2 


Bz 


3 


-I-2-Azet-CO- 


£BuNH- 




8 


Bzc 


CarCH 2 


Bz 


3 


-F-2-Azet-CO- 


£BuNH- 


25 


9 


Bzc 


CarCH 2 


Bz 


3 


,3-diF-2-Azet-C0- 


tBuNH- 


10 


Bzc 


CarCH 2 


Bz 


3 


- MeOImin - 2 - Aze t - CO - 


tBuNH- 




11 


Bzc 


CarCH 2 


Bz 


3 


- Me c - 2 - Az et - CO - 


tBuNH- 




12 


Bzc 


CarCH 2 


Bz 


3 


-CN-2-Azet-CO- 


tBuNH- 


30 




Bzc 




BZ 


3 


-Me 2 N-2-Azet-CO- 


tBuNH- 




14 


2-Quix-CO- 


CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 




15 


2-Quix-CO- 


CarCH 2 


Bz 


2 


-Azet-CO- 


tBuNH- 




16 


2-Quix-CO- 


CarCH 2 


Bz 


4 


- Oxo-2 - Azet -CO- 


£BuNH- 


35 


17 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-Oxo-2-Azet-CO- 


tBuNH- 




18 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-HO-2-Azet-CO- 


£BuNH- 




19 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-Cl-2-Azet-CO- 


£BuNH- 


40 


20 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-I-2-Azet-CO- 


tBuNH- 


21 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-Br-2-Azet-C0- 


tBuNH- 




22 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-F-2-Azet-CO- 


tBuNH- 




23 


2-Quix-CO- 


CarCH 2 


BZ 


3, 3-diF-2-Azet-CO- 


£BuNH- 


45 


24 


2-Quix-CO- 


CarCH 2 


Bz 


3 


- MeO Imin -2 - Azet- CO- 


£BuNH- 




25 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-Mec -2 - Azet -CO- 


£BuNH- 




26 


2-Quix-CO- 


CarCH 2 


Bz 


3 


'CN- 2 - Azet - CO- 


£BuNH- 




27 


2-Quix-CO- 


CarCH 2 


Bz 


2 


-Me 2 N-2-Azet-CO- 


;£.BuNH- 


50 


28 


2-Quin-CO- 


CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 




29 


2-Quin-CO- 


CarCH 2 


Bz 


2 


-Azet-CO- 


tBuNH- 



55 

I 
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Table 1 LsoafcuJ 

5 



10 


No . 








R 


n 4 
R 




Z 


R 5 




"3 n 

j Ki 


z 


-Quin- 


C0- 


CarCH^ 


Bz 


4 


-Oxo-2-Azet-CO- 


tBuNH- 


15 


3 1 


2 


-Quin- 


CO- 


CarCH 2 


Bz 


3 


-Oxo-2-Azet-CO- 


tBuNH- 




32 


2 


- Quin - 


co- 


CarCH 2 


Bz 


3 


-HO-2-Azet-CO- 


£BuNH- 




33 


2 


-Quin- 


co- 


CarCH 2 


Bz 


3 


-Cl-2-Azet-CO- 






"a >i 
J4 


Z 


-Quin- 


C0- 


CarCH 2 


Bz 


3 


-I-2-Azet-CO- 


tBuNH- 


20 


*i c 
J 3 


2 


-Quin- 


C0- 


CarCH 2 


Bz 


3 


-F-2-Azet-CO- 


£BuNH- 




36 


2 


-Quin- 


C0- 


CarCH 2 


Hz 


3, 3-diF-2-Azet-CO- 


tBuNH- 




j / 


o 


- Quin- 


C0- 


CarCH 2 


Bz 


3 




tBuNH- 


25 


O Q 
JO 


2 


-Quin- 


co- 


CarCH 2 


Bz 


3 


-Mec-2-Azet-CO- 


tBuNH- 


39 


2 


-Quin- 


co- 


CarCH 2 


Bz 


3 


-CN-2-Azet-CO- 


tBuNH- 




40 


2 


-Quin- 


CO- 


CarCH 2 


Bz 


2 


-Me 2 N-2-Azet-CO- 


tBUNH- 




41 


3 


-Quin- 


co- 


CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 


30 


42 


3 


-Quin- 


co- 


CarCH 2 


Bz 


2 


-Azet-CO- 


£BuNH- 




43 


3 


-Quin- 


co- 


CarCH 2 


Bz 


4 


-Oxo-2-Azet-CO- 


tBuNH- 




44 


3 


-Quin- 


CO- 


CarCH 2 


Bz 


3 


-Gxo-2-Azet-C0- 


tBuNH- 




45 


3 


-Quin- 


co- 


CarCH 2 


Bz 


3 


-HO-2-Azet-CO- 


JLBUNH- 


35 


46 


3 


-Quin- 


CO- 


CarCH 2 


Bz 


3 


-Cl-2-Azet-CO- 


£BuNH- 




47 


3 


-Quin- 


co- 


CarCH 2 


Bz 


3 


-Br-2-Azet-C0- 


tBuNH- 




48 


3 


-Quin- 


co- 


CarCH 2 


Bz 


3 


-I-2-Azet-CO- 


tBuNH- 


40 


49 


3 


-Quin- 


co- 


CarCH 2 


Bz 


3 


-F-2-Azet-CO- 


tBuKH- 


en 
3 U 


-i 
j 


yuin- 




CarCH 2 


Bz 


3 


,3-diF-2-Azet-CO- 


tBuNH- 




51 


3 


-Quin- 


co- 


CarCH 2 


Bz 


3 


- MeOImin -2-Azet-CO- 


tBuNH- 




52 


3 


-Quin- 


co- 


CarCH 2 


Bz 


3 


-Mec-2-Azet-CO- 


£BuNH- 


45 


53 


3 


-Quin- 


co- 


CarCH 2 


Bz 


3 


-CN-2-Azet-CO- 


£BuNH- 




54 


3 


-Quin- 


co- 


CarCH 2 


Bz 


2 


-Me 2 N-2-Azet-C0- 


tBuNH- 




55 


2 


-Bfur- 


co- 


CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 




56 


2 


-Bfur- 


co- 


CarCH 2 


Bz 


2 


-Azet-CO- 


tBuNH- 


50 


57 


2 


-Bfur- 


co- 

I 


CarCH 2 


Bz 


4 


-Oxo-2-Azet-CO- 


tBuNH- 


55 
















K 

1 

t 




\ 
















\ 
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Table 1 (cont.) 



5 





Cpd 


. R 1 


R 3 


R 4 




Z 


R 5 


10 


No. 
















58 


2-Bfur-CO- 


CarCH 2 


Bz 


3 


- Oxo - 2 - Azet - CO - 


£BuNH- 


15 


59 


2-Bfur-CO- 


CarCH 2 


Bz 


3- 


-HO-2-Azet-CO- 


£BuNH- 


60 


2-Bfur-CO- 


CarCH 2 


Bz 


3- 


-Cl-2-Azet-CO- 


tBuNH- 




61 


2-Bfur-CO- 


CarCH 2 


Bz 


3- 


-Br-2 -Azet-CO- 


tBuNH- 




62 


2-Bfur-CO- 


CarCH 2 


Bz 


3- 


-I-2-Azet-CO- 


£BuNH- 


20 


63 


2-Bfur-CO- 


CarCH 2 


Bz 


3- 


-F-2-Azet-CO- 


tBuNH- 




64 


2-Bfur-CO- 


CarCH 2 


Bz 


3, 


,3-diF-2-Azet-CO- 


£BuNH- 




65 


2-Bfur-CO- 


CarCH 2 


Bz 


3 


-MeOImin- 2 - Azet - CO- 


£JBuNH- 


OK 
ZD 


66 


2-Bfur-CO- 


CarCH 2 


Bz 


3 


-Mec-2-Azet-CO- 


£BuNH- 


67 


2-Bfur-CO- 


CarCH 2 


Bz 


3 


-CN-2-Azet-CO- 


£BuNH- 




68 


2-Bfur-CO- 


CarCH 2 


Bz 


2 


-Me 2 N-2-Azet-CO- 


£BuNH- 




69 


3-Bfur-CO- 


CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 


30 


70 


3-Bfur-CO- 


CarCH 2 


Bz 


2 


-Azet-CO- 


£BuNH- 




71 


3-Bfur-CO- 


CarCH 2 


Bz 


4 


-Oxo-2 -Azet-CO- 


tBuNH- 




72 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


- Oxo - 2 - Azet - CO - 


£BuNH- 




73 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


-HO-2-Azet-CO- 


tBuNH- 


oo 


74 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


-Cl-2-Azet-CO- 


£BuNH- 




75 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


-Br-2-Azet-CO- 


£BuNH- 




76 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


-I-2-Azet-CO- 


£BuNH- 


40 


77 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


-F-2-Azet-CO- 


tBuNH- 




78 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


,3-diF-2-Azet-CO- 


tBuNH- 




79 


3 -Bfur-CO- 


CarCH 2 


Bz 


3 


-MeOImin-2-Azet-CO- 


tBuNH- 




80 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


-Mec-2 -Azet-CO- 


£BuNH- 


45 


81 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


-CN-2-Azet-CO- 


£BuNH- 




82 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


-Me 2 N-2-Azet-CO- 


LBuNH- 




83 


2-Ind-CO- 


CarCH 2 


Bz 


2 


-Azir-CO- 


£BuNH- 


50 


84 


2-Ind-CO- 


CarCH 2 


Bz 


2 


- Azet -CO - 


£BuNH- 




85 


2-Ind-CO- 


CarCH 2 


Bz 


4 


- Oxo- 2 -Azet - CO - 


£BuNH- 



55 
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Table 1 CggafcjJ 



1U 


Cpd 
No. 


1 

. R 




R 


R 




Z 


R 5 




86 


2-Ind- 


CO- 


CarCH 2 


Bz 


3 


-Oxo-2-Azet-CO- 


tBuNH- 


15 


87 


2-Ind- 


CO- 


CarCH 2 


Bz 


3 


-HO-2-Azet-CO- 


fcBuNH- 




88 


2-Ind- 


CO - 


CarCH 2 


Bz 


3 


-Cl-2-Azet-CO- 


tBuNH- 




89 


2-Ind- 


CO- 


CarCH 2 


Bz 


3 


-Br-2-Azet-CO- 


£BuNH- 




90 


2-Ind- 


CO- 


CarCH 2 


BZ 


3 


-I-2-Azet-CO- 


tBuNH- 


20 


91 


2 - Ind- 


CO- 


CarCH 2 


Bz 


3 


-F-2-Azet-CO- 


£BuNH~ 




92 


2-Ind- 


CO- 


CarCH 2 


Bz 


3,3-diF-2-Azet«CO- 


tBuNH- 




93 


2-Ind- 


CO- 


CarCH 2 


Bz 


3 


-MeOImia-2 -Azet:-CO- 


£BuNH- 


25 


94 


2-Ind- 


CO- 


CarCH 2 


Bz 


3 


-Mec-2-Azet-CO- 


£BuNH- 




95 


2-Ind- 


co- 


CarCH 2 


Bz 


3 


-CN-2-Azet-CO- 


tBuNH- 




96 


2-Ind- 


co- 


CarCH 2 


Bz 


3 


-Me 2 N-2-Azet-CO- 


tBuNH- 




97 


3-Ind- 


co- 


CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 


30 


98 


3-Ind- 


co- 


CarCH 2 


BZ 


2 


-Azet-CO- 


£BuNH- 




99 


3-Ind- 


co- 


CarCH 2 


Bz 


4 


-Oxo-2-Azet-CO- 


tBuNH- 




100 


3 - lad- 


co- 


CarCH 2 


Bz 


3 


- Oxo -2-Azet-CO- 


tBuNH- 


35 


101 


s' Ind - 


co- 


CarCH 2 


Bz 


3 


-HO-2-Azet-CO- 


tBuNH- 


102 


3 - lad- 


co- 


CarCH 2 


Bz 


3 


-Cl-2-Azet-CO- 


tBuNH- 




103 


s' Ind - 


co- 


CarCH 2 


Bz 


3 


-Br-2-Azet-CO- 


tBuNH- 




104 


3 -lad- 


co- 


CarCH 2 


Bz 


3 


-1-2 -Azet-CO- 


tBuNH- 


40 


105 


s' lad- 


co- 


CarCH 2 


Bz 


3 


-F-2-Azet-CO- 


tBuNH- 




106 


s' Ind- 


co- 


CarCH 2 


BZ 


3,3-diF-2-Azet-CO- 


£BuNH- 




107 


3-lad- 


co- 


CarCH 2 


Bz 


3 


-MeOImia-2-Azet-CO- 


£BuNH- 


45 


108 


3 - lad- 


co- 


CarCH 2 


Bz 


3 


-Mec-2-Azet-C0- 


£BuNH- 


109 


s' Ind - 


co- 


CarCH 2 


Bz 


3 


-CN-2-Azet-CO- 


tBuNH- 




110 


3-Iad- 


co- 


CarCH 2 


Bz 


3 


-Me 2 N-2-Azet-CO- 


tBuNH- 




111 


£Boc 




CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 


50 


112 


tBOC 




CarCH 2 


Bz 


2 


-Azet-CO- 


tBuNH- 




113 


tBOC 




CarCH 2 


Bz 


4 


- Oxo - 2 - Aze t -CO - 


tBuNH- 



55 



20 
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Tablet X (goqtJ 



5 







R l 


R 3 

R 


R 




Z 


R 


10 
















1 1 A 
114 


CrJOC 




Bz 


3 


-0xo-2-Azet-C0- 


£BuNH- 




lis 


CoOC 


CarCH^ 


Bz 


3 


-HO- 2 - Azet - CO- 


tBuNH- 


15 


lib 


i.tJOC 


CarCH 2 


BZ 


3 


- CI - 2 -Azet- CO - 


£BuNH- 




1 1 O 


CoOC 


CarCH 2 


Bz 


3 


-Br- 2 -Azet- CO - 


£BuNH- 




lib 


CoOC 


CarCH 2 


Bz 


3 


-1-2 -Azet -CO- 


tBuNH- 


20 


iiy 




carCH 2 


Bz 


3 


- F- 2 -Azet -CO- 


tBuNH- 


ion 


+- Dam 

CJ30C 


CarCH 2 


Bz 


3 


, 3-diF-2-Azet-CO- 


tBuNH- 




1 O 1 


tBoc 


CarCH 2 


Bz 


3 


- MeOImin - 2 - Aze t - CO - 


£BuNH- 




T OO 
1^^ 


*- Q ~ 

CdOC 


CarCR^ 


Bz 


3 


-Mec-2 -Azet -CO- 


£BuNH- 


25 


1 O "3 
1/J 


CbOC 


carct^ 


BZ 


3 


- CN- 2 -Azet - CO - 


tBuNH- 




1Z1 


CoOC 


carcH 2 


BZ 


3 


-Me 2 N-2-Azet-CO- 


tBuNH- 




IOC 


PhoAc - 


CarCH2 


Bz 


2 


- Azir-CO- 


tBuNH- 


30 


T O C 
l^O 


FxlOAC - 


carcti 2 


Bz 


2 


- Azet -CO - 


tBuNH- 


1 o o 


PhoAc - 


CarCH 2 


Bz 


4 


-0xo-2-Azet-C0- 


£BuNH- 




too 


PilOAC - 


CarCH2 


Bz 


3 


-0xo-2-Azet-C0- 


tBuNH- 




TOO 

i^y 


PnOAC - 


CarCH^ 


Bz 


3 


-HO -2 -Azet - CO- 


tBuNH- 


35 


130 


PhoAc - 


CarCH2 


Bz 


-J 




V OUJNrl - 




131 


PhoAc - 


CarCH 2 


Bz 


3 


-Br- 2 -Azet-CO- 


£BuNH- 




132 


PhoAc - 


CarCH 2 


Bz 


3 


-I-2-Azet-C0- 


£BuNH- 




133 


PhoAc - 


CarCH 2 


Bz 


3 


-F-2-Azet-C0- 


£BuNH- 


40 


134 


PhoAc - 


CarCH 2 


Bz 


3 


, 3-diF-2-Azet-CO- 


tBuNH- 




135 


PhoAc - 


CarCH 2 


Bz 


3 


- MeOImin - 2 - Azet - CO - 


£BuNH- 




136 


PhoAc - 


CarCH 2 


Bz 


3 


-Mec-2 -Azet -CO - 


£BuNH- 


45 


137 


PhoAc - 


CarCH 2 


Bz 


3 


-CN-2-Azet-C0- 


£_BuNH- 




138 


PhoAc - 


CarCH 2 


Bz 


3 


-Me 2 N-2-Azet-CO- 


tBuNH- 




139 


MPhoAc - 


CarCH 2 


Bz 


2 


-Azir-CO- 


£BuNH- 




140 


MPhoAc - 


CarCH 2 


Bz 


2 


- Azet -CO - 


£BuNH- 


50 


141 


MPhoAc - 


CarCH 2 


Bz 


4 


-Oxo-2-Azet-CO- 


tBuNH- 



55 
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Table 1 fcontJ 



5 



10 


Cpd 
No. 


. R 1 


R 3 


R 4 




Z 


R 5 




142 


MPhoAc - 


CarCH 2 


Bz 


3 


-Oxo-2-Azet-CO- 


tJBuNH- 


15 


143 


MPhoAc - 


CarCH 2 


Bz 


3 


-HO-2-Azet-CO- 


tBuNH- 


144 


MPhoAc - 


CarCH 0 


Bz 


3 


-Cl-2-Azet-CO- 


£BuNH- 




145 


MPhoAc- 


CarCH 0 


Bz 


3 


-Br-2-Azet-CO- 


tBuNH- 




146 


MPhoAc- 


CarCH^ 


Bz 


3 


-I-2-Azet-CO- 


tBuNH- 


20 


147 


MPhoAc - 


CarCH^ 


Bz 


3 


-F-2-Azet-CO- 


tBuNH- 




148 


3-Bzisox-CO- 


CarCH 0 

2 


Bz 


2 


-Azir-CO- 


tBuNH- 




149 


3-Bzisox-CO- 


2 


Bz 


2 


-Azet-CO- 


tBuNH- 




150 


3-Bzisox-CO- 


CarCH- 

2 


Bz 


4 


- Oxo - 2-Azet - CO- 


tBuNH- 


25 


151 


3-Bzisox-CO- 


CarCH 0 
2 


Bz 


3 


- Oxo -2-Azet-CO- 


tBuNH- 




152 


3-Bzisox-CO- 


CarCH^ 
2 


Bz 


3 


-HO-2-Azet-CO- 


£BuNH- 




153 


3-Bzisox-CO- 


CarCH 2 


Bz 


3 


-Cl-2-Azet-CO- 


£BuNH- 




154 


3-Bzisox-CO- 


CarCH 0 
2 


Bz 


3 


-Br-2-Azet-CO- 


tBuNH- 




155 


3 -Bzisox-CO- 


CarCH- 

2 


Bz 


3 


-I-2-Azet-CO- 


t.BuNH- 




156 


3 -Bzisox-CO- 


CarOU 
2 


Bz 


3 


-F-2-Azet-CO- 


fcBuNH- 




157 


3 -Bzisox-CO- 


CarCH 0 

2 


Bz 


3 , 3-diF-2-Azet-CO- 


t.BuNH- 


35 


158 


3-Bzisox-CO- 


CarCH 2 


Bz 


3 


- MeOImin - 2 - Aze t - CO - 


£BuNH- 




1 CO 
13 




CarCH 2 


Bz 


3 


-Mec-2-Azet-CO- 


tBuNH- 




160 


3-Bzisox-CO- 


CarCH 2 


Bz 


3 


-CN-2-Azet-CO- 


tBuNH- 


40 


161 


3-Bzisox-CO- 


CarCH 2 


Bz 


3 


-Me 2 N-2-Azet-CO- 


tBuNH- 




162 


S-Gly-O-2- 


CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 






Ind-CO- 














163 


5-Gly-0-2- 


CarCH 2 


Bz 


2 


-Azet-CO'- 


tBuNH- 


45 




Ind-CO- 












164 


5-Gly-0-2- 


CarCH 2 


Bz 


4 


-Oxo-2-Azet-CO- 


tBuNH- 






Ind-CO- 












50 


165 


5-Gly-0-2- : 


CarCH 2 


Bz 


3 


-Oxo-2-Azet-CO- 


tBuNH- 






Ind-CO- 












55 
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Table 1 fennh.l 



10 



Cpd. R J 
No. 



R 



15 



20 



25 



30 



35 



40 



45 



50 



166 
167 
168 
169 
170 
171 
172 
173 
174 
175 
176 
177 
178 
179 



5-Gly-0-2- 

Ind-CO- 
5-Gly-0-2- 

Ind-CO- 
5-Gly-0-2- 

Ind-CO- 
5-Gly-0-2- 

Ind-CO- 
5-Gly-0-2- 

Ind-CO- 
5-Gly-0-2- 

Ind-CO- 
5-Gly-0-2- 

Ind-CO- 
5-Gly-Q-2- 

Ind-CO- 
5-Gly-0-2- 

Ind-CO- 
S-Gly-O-2- 

Ind-CO- 
4-NH 2 - 

PhoAc - 
4-NH 2 - 

PhoAc- 
4-NH 2 - 

PhoAc - 
4-NH 2 - ' 

PhoAc - 



CarCH^ 



CarCH n 



CarCH„ 



CarCH n 



CarCH n 



CarCH„ 



CarCH„ 



CarCH- 



B z 3 - HO - 2 - Az e t - CO - 



CarCH- Bz 3 -CI -2 -Azet -CO- 



Bz 3-Br-2-Azet-CO- 



Bz 3-I-2-Azet-CO- 



Bz 3-F-2 -Azet-CO- 



CarCH Bz 3 -Mec-2 -Azet-CO- 



CarCH- Bz 3 -CN-2 -Azet-CO- 



Bz 3 - Me 2 N- 2 - Azet - CO - 



CarCH 0 Bz 2-Azir-CO- 



Bz 2-Azet-CO- 



CarCH- Bz 4 -Oxo-2 -Azet-CO- 



JLBuNH- 



tBuNH- 



£BuNH- 



£BuNH- 



tBuNH- 



Bz 3,3-diF-2-Azet-CO- tBuNH- 



Bz 3-MeOImin-2 -Azet-CO- £BuNH- 



CarCHL 



Bz 3 -0xo-2 -Azet- CO- 



£BuNH- 

£BuNH- 
JtBuNH- 
£BuNH- 
t^BuNH- 
£BuNH- 



55 
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Table 1 front ) 



10 



Cpd. R a 
No. 



R 



f5 


180 


4-NH-- . 
PhoAc - 


CarCH 0 
2 




181 


4-NH 2 - 
PhoAc - 


CarCH- 

2 


20 


182 


4-NH 2 - 


CarCH 2 






PhoAc - 




183 


4-NH 2 - 
PhoAc- 


CarCH- 


25 


184 


4-NH 2 - 
PhoAc - 


CarCH 2 




185 


4-NH 2 - 


CarCH 2 


30 




PhoAc- 




186 


4-NH 2 - 


CarCH 2 






PhoAc - 




187 


4-NH 2 - 


CarCH 2 


35 




PhoAc- 




188 


4-NH 2 - 


CarCH 2 






PhoAc- 


40 


189 


4-NH 2 - 
PhoAc - 


CarCH 2 




190 


4-NH 2 -Bzc 


CarCH 2 




191 


4-NH 2 -Bzc 


CarCH 2 
CarCH 2 


45 


192 


4-NH 2 -Bzc 




193 


4-NH 2 -Bzc 


CarCH 2 




194 


4-NH 2 -Bzc 


CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 


50 


195 
196 


4-NH 2 -Bzc 
4-NH 2 -Bzc 




197 


4-NH 2 -Bzc 



55 



Bz 


3-HO-2-Azet-CO- 


£BuNH- 


Bz 


3-Cl-2-Azet-C0- 


tBuNH- 


Bz 


3 -Br-2-Azet-CO- 




Bz 


3 -I-2-Azet-C0- 


tBuNH- 


Bz 


3 -F-2-Azet-C0- 


LDLLLVn, 


Bz 


3 , 3 -diF-2 -Azet-CO- 


t-nuMTI- 
JLOLLLMrl - 


Bz 


- 3 -MeOXmin- 2 - Azet - CO- 


£BuNH- 


Bz 


3 -Mec-2-Azet -CO- 


tBuNH- 


Bz 


3 -CN-2 -Azet-CO- 


£BuNH- 


Bz 


3 -Me 2 N-2-Azet-CO- 


tBuNH- 


Bz 


2-Azir-CO- 


tBuNH- 


Bz 


2 -Azet- CO - 


tBuNH- 


Bz 


4 - Oxo -2-Azet-CO- 


tBuNH- 


Bz 


3 -0x6-2 - Azet- CO- 


tBuNH- 


Bz 


3 -HO-2 -Azet-CO- 


JtBuNH- 


Bz 


3 -Cl-2-Azet-CO- 


tBuNH- 


Bz 


3-Br-2-Azet-CO- 


tBuNH- 


Bz 


3-I-2-Azet-CO- 


tBuNH- 



24 
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Tafrle 1 (com;,) 



Cpd. R 1 R 3 R 4 Z r 5 

10 No. 



15 



25 



45 



50 



198 


4-NH -Bzc 




0Z 


-a 

,3 


- r - z - Azet - CO - 


£BuNH- 


199 


4 -NH 2 -BZC 


CairCH 2 


•O *• 


-1 




£BuNH- 


200 


4-NH -Bzc 




Q 7 

oz 


-a 


- Meu-UTULn - z - Azet - CO - 


£BuNH- 


201 


4 -NH^ -Bzc 


CarCH 2 


n 7 
o *6 


-a 
J 


wee - -i*zec - (JO - 


£BuNH- 


202 


4-NH -Bzc 
a i.^ li ^ *— • 






•l 
j 


- UIM - z - Azet - CO - 


tBuNH- 


203 


4-NH 2 -Bzc 


CarCH 2 


Bz 


3 




£ouTin- 


204 


4 -Me 2 N- 








- az ir- v_u - 


£BuNH- 




PhoAc - 












205 


4 -Me N- 




OZ 


«& 


-AZcC - CU - 


£BuNH- 




PhoAc - 












206 


4-Me 2 N- 


CarCH 2 


Bz 


4 


-0xo-2-Azet-C0- 


£BuNH- 




PhoAc - 












207 


4-Me 2 N- 


CarCH 2 


Bz 


3 


-0xo-2-Azet-C0- 


tBuNH- 




PhoAc - 












208 


4-Me 2 N- 


CarCH 2 


Bz 


3 


-HO-2-Azet-CO- 


tBuNH- 




PhoAc - 












209 


4-Me 2 N- 


CarCH 2 


Bz 


3 


-Cl-2-Azet-CO- 


tBuNH- 




PhoAc- 










210 


4-Me 2 N- 


CarCH 2 


Bz 


3 


-Br-2-Azet-C0- 


£BuNH- 




PhoAc- 












211 


4-Me 2 N- 


CarGH 2 


Bz 


3 


-I-2-Azet-C0- 


tBuNH- 




PhoAc- 












212 


4-Me 2 N- 


CarCH 2 


Bz 


3 


-F-2-Azet-CO- 


£BuNH- 




PhoAc - 












213 


4-Me 2 N- 


CarCH 2 


Bz 


3 


-diF-2-Azet-C0- 


tBuNH- 




PhoAc - 












214 


4-Me 2 N- 


CarCH 2 


Bz 


3 


-MeOImin- 2 - Azet - CO- 


£BuNH- 



PhoAc - 

55 ' 



25 
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Table 1 frnnf ) 



5 

Cpd- R 1 R 3 R 4 Z R 5 

NO. 



to 





215 


4-Me~N- 
2 


CarCH 2 




-a 

j 


-wee - z -Azet -co- 


tBuNH- 






PhoAc - 












15 


216 


4 -Me^N- 
2 




dZ 




-cn- 2 -Azet-CO- 


• 

tBuNH- 






PhoAc - 














217 


4-Me^N- 
2 


CarCH 


DZ 


J 


-me 2 N-2 - Azet-CO - 


£BuNH- 






PhoAc - 












20 


218 


4 - MeNH - PhoAc - 


v-al Vwii^ 




•5 


- Azir- CO - 


tBuNH- 




219 


4 - MeNH - PhoAc - 


v — cix. v^n 2 


■DZ 




-Azet-CO- 


tBuNH- 




220 


4 - MeNH - PhoAc - 


CarCH 2 






-uxo-ij -Azet-CO- 


£BuNH- 


25 


221 


4 - MeNH- PhoAc - 




DZ 


J 


-uxo-z -Azet- CO - 


tBuNH- 




222 


4 - MeNH - PhoAc - 






-3 
J 


-MO -2 - Azet -CO- 


tBuNH- 




223 


4 - MeNH- PhoAc- 


CarCH 2 




n 


- v — l - Azet - CO - 


tBuNH- 


30 


224 


4 -MeNH -PhoAc - 


CarCH 2 


Bz 


3 


-Br-2-Azet-C0- 


£BuNH- 


225 


4 -MeNH -PhoAc - 


CarCH- 
2 


Bz 


3 


- 1-2 -Azet-CO- 


tBuNH- 

«— Li AN XI - 




226 


4 -MeNH- PhoAc - 


CarCH 2 


Bz 


3 


-F-2-Azet-C0- 


tBuNH- 




227 


4 -MeNH -PhoAc - 


CarCH 2 


BZ 


3 


, 3-diF-2-Azet-C0- 


tBuNH- 


35 


228 


4 -MeNH -PhoAc - 


CarCH 2 


Bz 


3 


-Me0Imin-2- 


£BuNH- 














Azet-CO- 






229 


4 -MeNH- PhoAc - 


CarCH 2 


Bz 


3 


-Mec-2-Azet-C0- 


tBuNH- 




230 


4 -MeNH- PhoAc - 


CarCH 2 


Bz 


3 


-CN-2-Azet-C0- 


tBuNH- 


40 


231 


4 -MeNH- PhoAc - 


CarCH 2 


BZ 


3 


-Me 2 N-2-Azet-C0- 


£BuNH- 




232 


4-Bza-PhoAc- 


CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 




233 


4-Bza-PhoAc- 


CarCH 2 


Bz 


2 


-Azet-CO- 


tBuNH- 


45 


234 


4-Bza-PhoAc- 


CarCH 2 


Bz 


4 


-Oxo-2-Azet-CO- 


tBuNH- 




235 


4-Bza-PhoAc- 


CarCH 2 


Bz 


3 


-Oxo-2-Azet-C0- 


£BuNH- 




236 


4-Bza-PhoAc- 


CarCH 2 


Bz , 


3 


-H0-2-Azet-C0- 


tBuNH- 




237 


4-Bza-PhoAc- 


CarCH 2 


Bz 


3 


-Cl-2-Azet-C0- 


tBuNH- 


50 


238 


4-Bza-PhoAc- 


CarCH 2 


Bz 


3 


-Br-2-Azet-C0- 


tBuNH- 


55 
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<- 

.- 





26 



EP 0 587 311 A1 

Table 1 (cont.) 
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Cpd 


. R 1 


R 3 


R 4 




Z 


R 5 


10 


No. 






























239 


4 - Bza -PhoAc - 


CarCH^ 
2 


Bz 


3 


-I-2-Azet-C0- 






240 


4 -Bza- PhoAc - 


CarCH 2 


Bz 


3 


-F-2-Azet-C0- 




15 


241 


4 - Bza - PhoAc - 


CarCH^ 
2 


Bz 


3,3- diF-2 - Azet - CO- 


tBuNH- 




242 


4 -Bza -PhoAc - 


CarCH- 


Bz 


3 


-MeOImin-2- 
















Azet-CO- 




20 


243 


4 -Bza- PhoAc - 


CarCH^ 


Bz 


3 


-Mec-2-Azet-CO- 


tBuNH- 


244 


4 - Bza - PhoAc - 


CarCH 


Bz 


3 


-CN-2-Azet-CO- 






245 


4 -Bza -PhoAc - 


CarCH- 


Bz 


3 


-Me 2 N- 2-Azet-CO- 


£BuNH- 




246 


4 -Gly- NH- PhoAc - 


CarCH^ 
2 


Bz 


2 


-Azir-CO- 




25 


247 


4 -Gly- NH- PhoAc - 


CarCH 2 


Bz 


2 


-Azet-CO- , 


tBuNH - 




248 


4 - Gly - NH- PhoAc - 


CarCH^ 


Bz 


4 


- Oxo - 2 - Azet - CO - 






249 


4-Gly-NH-PhoAc- 


CarCH^ 
2 


Bz 


3 


-Oxo-2-Azet-CO- 


tBuNH- 




250 


4 - Gly - NH - PhoAc - 


CarCH 2 


Bz 


3 


-HO-2-Azet-CO- 


tBuNH- 


30 


251 


4 - Gly - NH- PhoAc - 


CarCH^ 


Bz 


3 


-Cl-2 -Azet-CO- 






252 


4 -Gly- NH- PhoAc - 


CarCH. 

2 


Bz 


3 


-Br-2-Azet-CO- 


tBuNH- 




253 


4-Gly-NH-PhoAc- 


CarCH 2 


Bz 


3 


-I-2-Azet-CO- 


£BuNH- 


35 


254 


4 -Gly- NH- PhoAc - 


CarCH 2 


Bz 


3 


-F-2-Azet-CO- 


tBuNH- 


255 


4 -Gly- NH- PhoAc - 


CarCH 2 


Bz 


3 


-diF-2-Azet-CO- 


tBuNH- 




256 


4 -Gly -NH- PhoAc - 


CarCH 2 


Bz 


3 


-MeOImin-2 - 


tBuNH- 














Azet-CO- 




40 


257 


4-Gly-NH-PhoAc- 


CarCH 2 


Bz 


3 


- Mec - 2 - Azet - CO - 


tBuNH- 




258 


4 - Gly-NH- PhoAc - 


CarCH 2 


Bz 


3 


-CN-2-Azet-CO- 


£BuNH- 




259 


4 -Gly -NH- PhoAc - 


CarCH 2 


Bz 


3 


-Me 2 N-2-Azet-CO- 


£.BUNH- 




260 


4- [(JJ-Me-Gly) - 


CarCH 2 


Bz 


2 


-Azir-CO- 


tBuNH- 


45 




NMeJ - PhoAc - 












261 


4- [ (U-Me-Gly) - 


CarCH 2 


Bz 


2 


-Azet-CO- 


£BuNH- 



NMe] - PhoAc - 



50 



55 
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Table X (cc-nt;.) 



10 



Cpd. R 1 
No. 



R 4 Z 



15 



20 



25 



30 



35 



40 



45 



50 



262 4- [ (N-Me-Gly) 

NMe] - PhoAc - 

263 4- [ (N-Me-Gly) 

NMe] - PhoAc - 

264 4- [ (N-Me-Gly) 

NMe] - PhoAc - 

265 4- [ (H-Me-Gly) 

NMe] -PhoAc- 

266 4- [ (N-Me-Gly) 

NMe] - PhoAc - 

267 4- [ (N-Me-Gly) 

NMe] - PhoAc - 

268 4- [ (N-Me-Gly) • 

NMe] - PhoAc - 

269 4- [ (N-Me-Gly) • 

NMe] - PhoAc - 

270 4- [ (N-Me-Gly) - 

NMe] - PhoAc - 

271 4- [(N-Me-Gly) - 

NMe] - PhoAc- 

272 4- [ (N-Me-Gly) - 

NMe] - PhoAc - 

273 4- [(S-Me-Gly) - 

NMe] - PhoAc - 

274 4- [MorAc-NMe] - 

PhoAc - 

275 4- [MorAc-NMe] - 

PhoAc - 



CarCH.. 



CarCH. 



CarCH„ 



CarCH^ 



CarCH„ 



CarCH- 



CarCH_ 



CarCH. 



CarCH- 



CarCH^ 



CarCH, 



CarCH. 



CarCH„ 



CarCH_ 

i 2 



Bz 4-0xo-2 -Azet-CO- tBuNH- 



Bz 3-OXO-2 -Azet-CO- tBuNH- 



Bz 3-HO-2-Azet-CO- £BuNH- 



Bz 3 -CI -2 -Azet-CO- tBuNH- 



Bz 3 -Br- 2 -Azet-CO- £BuNH- 



Bz 3-I-2-Azet-C0- 



Bz 3-F-2-Azet-CO- 



tBuNH- 



tBuNH- 



Bz 3,3-diF-2-Azet-CO- £BuNH- 

Bz 3 -MeOImin- 2 - Azet - tBuNH- 
CO- 

Bz 3-Mec-2-Azet-CO- tBuNH- 

Bz 3 -CN- 2 -Azet-CO- £BuNH- 

Bz : 3-Me 2 N-2-Azet- tBuNH- 
CO- 

Bz 2-Azir-CO- tBuNH- 

Bz 2 -Azet-CO- £BuNH- * 
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10 



Cpd. R J 
No. 



R 4 Z 



15 



20 



25 



30 



35 



40 



45 



50 



276 4- [MorAc-NMe] - CarCH„ 

4. 

PhoAc - 

277 4- [MorAc-NMe] - CarCH. 

PhoAc - 

278 4- [MorAc-NMe] - CarCH 2 

PhoAc - 

279 4- [MorAc-NMe] - CarCH 2 

PhoAc - 

280 4- [MorAc-NMe] - CarCH 2 

PhoAc - 

281 4- [MorAc -NMe] - CarCH 2 

PhoAc - 

282 4- [MorAc-NMe] - CarCH 2 

PhoAc - 

283 4- [MorAc-NMe] - CarCH 2 

PhoAc - 

284 4- [MorAc-NMe] - CarCH 2 

PhoAc - 

285 4- [MorAc-NMe] - CarCH 2 

PhoAc - 

286 4- [MorAc-NMe] - - CarCH 2 

PhoAc - 

2 87 4- [MorAc-NMe] - CarCH 2 
PhoAc - 

288 2-Quix-CO- CarCH 2 

289 2-Quix-CO- CarCH 2 
29 0 2-Quix-CO- CarCH 2 
291 2-Quix-CO- CarCH^ 



Bz 4 -Oxo- 2 -Azet-CO- £BuNH- 



Bz 3 -Oxo- 2 -Azet-CO- tBuNH- 



Bz 3 -HO- 2 -Azet-CO- tBuNH- 



Bz 3 -CI -2 -Azet-CO- £BuNH- 



Bz 3-Br-2-Azet-CO- tBuNH- 



Bz 3 -I-2-Azet-CO- 



Bz 3-F-2-Azet-CO- 



tBuNH- 



£BuNH- 



Bz 3, 3 -diF- 2 -Azet-CO- tBuNH- 

Bz 3 -MeOImin-2-Azet- £BuNH- 
CO- 

Bz 3 -Mec- 2 -Azet-CO- tBuNH- 

Bz 3-CN-2 -Azet-CO- tBuNH- 

Bz 3-Me 2 N-2-Azet- £BuNH- 
CO- 

Bz 5-HO-Pro- tBuNH- 

Bz 4 -HO- Pro- tBuNH- 

Bz 3 -HO- Pro- £BuNH- 

Bz 4, 5-diHO-Pro- tBuNH- 



55 
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Table 1 fr^nl- I 

NO . 



292 


2 


-Quix-CO- 


CarCH 2 


Bz 


3,4-diHO-Pro- 




tBuNH- 


293 


2 


-Quix-CO- 


CarCH 2 


Bz 


3,4,5-triHO-Pro 


- 


tBuNH- 


294 


2 


-Quix-CO- 


CarCH 2 


Bz 


5-Oxo-Pro- 




tBuNH- 


295 


2 


-Quix-CO- 


CarCH 2 


Bz 


4 - Oxo - Pro - 




£BuNH- 


296 


2 


-Quix-CO- 


CarCH 2 


Bz 


3-Oxo-Pro- 




tBuNH- 


297 


2 


-Quix-CO- 


CarCH 2 


Bz 


4-Mor-Pro- 




tBuNH- 


298 


2 


-Quix-CO- 


CarCH 2 


Bz 


4-Me 2 N-Pro- 




tBuNH- 


299 


2 


-Quix-CO- 


CarCH 2 


Bz 


4 -CI - Pro- 




tBuNH- 


3 00 


2 


-Quix-CO- 


CarCH 2 


Bz 


3 -CI -Pro - 




£BuNH- 


301 


2 


-Quix-CO- 


CarCH 2 


Bz 


3, 4-diCl-Pro- 




tBuNH- 


302 


2 


-Quix-CO- 


CarCH 2 


Bz 


4 -Br- Pro - 




tBuNH- 


303 


2 


-Quix-CO- 


CarCH 2 


Bz 


3 -Br -Pro - 




tBuNH- 


3 04 


2 


-Quix-CO- 


CarCH 2 


Bz 


3,4-diBr-Pro- 




£BuNH- 


305 


2 


-Quix-CO- 


CarCH 2 


Bz 


4-F-Pro- 




tBuNH- 


306 


2 


-Quix-CO- 


CarCH 2 


Bz 


3-F-Pro- 




tBuNH- 


307 


2 


-Quix-CO- 


CarCH 2 


Bz 


4,4-diF-Pro- 




tBuNH- 


308 


2 


-Quix-CO- 


CarCH 2 


Bz 


3,4-diF-Pro- 




£BuNH- 


309 


2- 


-Quix-CO- 


CarCH 2 


Bz 


4-I-Pro- 




tBuNH- 


310 


2 


-Quix-CO- 


CarCH 2 


Bz 


3-I-Pro- 




tBllNH- 


311 


2 


-Quix-CO- 


CarCH 2 


Bz 


4,4-diMeO-Pro- 




tBuNH- 


312 


2- 


-Quix-CO- 


CarCH 2 


Bz 


4-MeOlmin-Pro- 




£BuNH- 


313 


2- 


-Quix-CO- 


CarCH 2 


Bz 


4-Ph-S-Pro- 




tBuNH- 


314 


2- 


-Quix-CO- 


CarCH 2 


Bz 


4- tBuO-Pro- 




tBuNH- 


315 


2 


-Quix-CO- 


CarCH 2 


Bz 


4-CN-4-OH-Pro- 




tBuNH- 


316 


2- 


-Quix-CO- 


CarCH 2 


Bz 


Spiro(2,5-dioxo- 


imida- 


tBuNH- 






i 






zolidine-4,4' - 


prolyl) 




317 


2 


-Quix-CO- j 


! CarCH 2 


Bz 


4-CN-Pro- . 




tBuNH- 


318 


2 


-Quix-CO- 


CarCH 2 


Bz 


4-Mec-Pro- t 




tBuNH- 



i 

i 



EP 0 587 311 A1 



5 





Cpd. 


R 1 


R 3 


R 4 


Z 


R 5 


10 


No. 


























319 


2-Quix-CO- 


CarCH 2 


Bz 


4 -COOH- Pro- 


£BuNH- 




320 


2-Quix-CO- 


CarCH 2 


Bz 


s' Deh- Pro - 


tBuNH- 


15 


321 


2-Quix-CO- 


CarCH 2 


Bz 


ThiaPr o - 


£BuNH- 




322 


2-Quix-CO- 


CarCH 2 


Bz 


3,3,5,5- tetMe-ThiaPro- 


£BuNH- 




323 


2-Quix-CO- 


CarCH 2 


Bz 


3 , 3 - diMe - ThiaPro - 


£BuNH- 


20 


324 


2-Quix-CO- 


CarCH 2 


Bz 


2 , 5-Oxaz-3 -Oxo-bicyclo [2,2, 1] 












hept-5-yl- . 






325 


2 -Quix-CO- 


CarCH 2 


Bz 


2-£Bu-2 , 5-diaza-3 -Oxo-bicyclo- 












[2,2,l]hept-5-yl- 




25 


326 


Bzc 


CarCH 2 


Bz 


5-HO-Pro- 


tBuNH- 




327 


Bzc 


CarCH 2 


Bz 


4 -HO- Pro- 


tBuNH- 




328 


Bzc 


CarCH 2 


Bz 


s' HO- Pro- 


tBuNH- 


30 


329 


Bzc 


CarCH 2 


Bz 


4, 5-diHO-Pro- 


£BuNH- 




330 


Bzc 


CarCH 2 


Bz 


3,4-diHO-Pro- 


tBuNH- 




331 


Bzc 


CarCH 2 


Bz 


3, 4,5- triHO- Pro- 


tBuNH- 




332 


Bzc 


CarCH 2 


Bz 


s' Oxo-Pro- 


tBuNH- 


35 


333 


Bzc 


CarCH 2 


Bz 


4 - Oxo - Pro - 


tBuNH- 




334 


Bzc 


CarCH 2 


Bz 


3 - Oxo - Pro - 


£BuNH- 




335 


Bzc 


CarCH 2 


Bz 


4-Mor-Pro- 


tBuNH- 


40 


336 


Bzc 


CarCH 2 


Bz 


4-Me 2 N-Pro- 


£BuNH- 




337 


Bzc 


CarCH 2 


Bz 


4 -CI -Pro - 


tBuNH- 




338 


Bzc 


CarCH 2 


Bz 


3-Cl-Pro- 


tBuNH- 


45 


339 


Bzc 


CarCH 2 


Bz 


3,4-diCl-Pro- 


tBuNH- 


340 


Bzc 


CarCH 2 


Bz 


4-Br-Pro- 


tBuNH- 




341 


Bzc 


CarCH 2 


Bz 


3-Br-Pro- 


tBuNH- 




342 


Bzc 


CarCH 2 


Bz 


3,4-diBr-Pro- 


£BuNH- 


50 


343 


Bzc 


CarCH 2 , 


Bz 


4-F-Pro- 


tBuNH- 




344 


Bzc 


. CarCH 2 


Bz 


3-F-Pro- 


tBuNH- 




345 


Bzc 


CarCH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 



55 , 



31 



5 



EP0 587 311 A1 

Table 1 (rrnr^ ) 
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346 


Bzc 


CarCH 2 


Bz 


3,4-diF-Pro- 


tBuNH- 


347 


Bzc 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 


348 


Bzc 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 


349 


Bzc 


CarCH 2 


Bz 


4,4-diMeO-Pro- 


tBuNH- 


350 


Bzc 


CarCH 2 


Bz 


4 -MeOImin- Pro- 


£BuNH- 


351 


Bzc 


CarCH 2 


Bz 


4-Ph-S-Pro- 


£BuNH- 


352 


Bzc 


CarCH 2 


Bz 


4- tBuO-Pro- 


tBuNH- 


353 


Bzc 


CarCH 2 


Bz 


4-CN-4-HO-Pro- 


tBuNH- 


354 


Bzc 


CarCH 2 


Bz 


Spiro (2,5- dioxo - imida - 


tBuNH- 



zolidine-4,4' -prolyl) - 





355 


Bzc 




CarCH 2 


Bz 


4-CN-Pro- 


£BuNH- 


30 


356 


Bzc 




CarCH 2 


Bz 


4-Mec-Pro- 


tBuNH- 




357 


Bzc 




CarCH 2 


Bz 


4 -COOH- Pro- 


tBuNH- 


f 


358 


Bzc 




CarCH 2 


Bz 


s' Deh- Pro - 


tBuNH- 


35 


359 


Bzc 




CarCH 2 


Bz 


ThiaPro- 


tBuNH- 


360 


Bzc 




CarCH 2 


Bz 


3,3,5,5- tetMe-ThiaPro- 


tBuNH- 




361 


Bzc 




CarCH 2 


Bz 


3,3, -diMe-ThiaPro- 


tBuNH- 




362 


Bzc 




CarCH 2 


Bz 


2,5- Oxaz - 3 - Oxo - bicyclo [2,2,1]- 


40 












hept-5-yl- 






363 


Bzc 




CarCH 2 


Bz 


2-£Bu-2,5-diaza-3-Oxo-bicyclo- 














[2,2,l]hept-5-yl- 






364 


2 -Quiii - 


CO- 


CarCH 2 


Bz 


5-HO-Pro- 


tBuNH- 


45 


365 


2-Quin- 


CO- 


CarCH 2 


Bz 


4-HO-Pro- 


tBuNH- 




366 


2-Quin- 


CO- 


CarCH 2 


Bz 


3 - HO- Pro - 


£BuNH- 




367 


2-Quin- 


CO- 


CarCH 2 


Bz 


4,5-diHO-Pro- f 


tBuNH- 


50 


368 


2-Quin- 


co- 


CarCH 2 


Bz 


3,4-diHO-Pro-. 


tBuNH- 


369 


2-Quin- 


co- 


CarCH 2 


Bz 


3,4,5-triHO-Pro- 


tBuNH- 




370 


2-Quin- 


co- 


CarCH 2 


Bz 


5-Oxo-Pro- 


tBuNH- 



f » 
55 

• i i 

i 
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10 



Cpd. R 
No. 





371 


2 


- Quin -CO - 


CarCH 2 


Bz 


4-Oxo-Pro- 


tBuNH- 


15 


372 


2 


- Quin -CO - 


CarCH 2 


Bz 


3-Oxo-Pro- 


tBuNH- 




373 


2 


- Quin -CO - 


CarCH 2 


Bz 


4-Mor-Pro- 


£BuNH- 




374 


2 


- Quin -CO - 


CarCH 2 


Bz 


4-Me 2 N-Pro- 


£BuNH- 


20 


375 


2 


- Quin -CO - 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




376 


2 


- Quin -CO - 


CarCH 2 


Bz 


3-Cl-Pro- 


£BuNH- 




377 


2 


- Quin -CO - 


CarCH 2 


Bz 


3,4-diCl-Pro- 


JtBuNH- 




378 


2 


- Quin -CO - 


CarCH 2 


Bz 


4-Br-Pro- 


tBuNH- 


25 


379 


2 


- Quin -CO - 


CarCH 2 


BZ 


3 -Br-Pro- 


£BuNH- 




380 


2 


- Quin -CO - 


CarCH 2 


Bz 


3 ,4-diBr-Pro- 


tBuNH- 




381 


2 


- Quin -CO - 


CarCH 2 


Bz 


4-F-Pro- 


tBuNH- 


30 


382 


2 


- Quin -CO - 


CarCH 2 


Bz 


3-F-Pro- 


tBuNH- 




383 


2 


- Quin -CO - 


CarCH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 




384 


2 


- Quin -CO - 


CairCH 2 


Bz 


3,4-diF-Pro- 


tBuNH- 




385 


2 


- Quin -CO - 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 


35 


386 


2 


- Quin -CO - 


CarCH 2 


Bz 


3-I-Pro- 


£BuNH- 




387 


2 


- Quin -CO - 


CarCH 2 


Bz 


4,4-diMeO-Pro- 


tBuNH- 




388 


2 


- Quin -CO - 


CarCH 2 


Bz 


4 - MeOImin - Pro - 


tBuNH- 


40 


389 


2 


- Quin -CO - 


CarCH 2 


Bz 


4-Ph-S-Pro- 


£BuNH- 


390 


2 


- Quin -CO - 


CarCH 2 


Bz 


4- tBuO-Pro- 


tBuNH- 




391 


2 


- Quin -CO - 


CarCH 2 


Bz 


4-CN-4-HO-Pro- 


tBuNH- 




392 


2 


- Quin -CO - 


CarCH 2 


Bz 


Spiro ( 2 , 5 - dioxo- imida - 


£BuNH- 



*s zolidine-4, 4' -prolyl) - 



393 


2 


- Quin- CO - 


CarCH 2 


Bz 


4-CN-Pro- 


£BuNH- 


394 


2 


- Quin -CO - 


CarCH 2 


Bz 


4-Mec-Pro- 


tBuNH- 


395 


2 


-Quin- CO - 


CarCH 2 


Bz 


4-COOH-Pro- 


HBuNH- 


396 


2 


- Quin -CO - 


CarCH 2 


Bz 


3-Deh-Pro- 


tBuNH- 


397 


2 


- Quin -CO - 


CarCH 2 


Bz 


ThiaPro- 


tBuNH- 
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15 


398 


2-Quin-CO- 




BZ 


3,3,5,5- t etMe - ThiaPro - 


tBuNH- 


399 


2-Quin-CO- 




cZ 


3 , 3 -diMe- ThiaPro - 


tBuNH- 




400 


2-Quin-CO- 




jDZ 


2,5- Oxaz- 3 - Oxo-bicyclo [2,2,1]- 












hept-5-yl- 




20 


401 


2-Quin-CO- 


CarCH 2 


Bz 


2 - £Bu -2 , 5 -diaza- 3 - Oxo - 
[2,2,1] hept-5-yl- 


bicvclo - 




402 


2-Ind-CO- 


\—cx±. v_n_ 


X5Z 


5 -HO -Pro - 


tiBuNH- 




403 


2-Ind-CO- 




BZ 


4-HO-Pro- 


tBuNH- 


25 


404 


2-Ind-CO- 




cZ 


3-HO-Pro- 


£BuNH- 




405 


2-Ind-CO- 


CarCH 2 


Bz 


4, 5-diHO-Pro- 


£BuNH- 




406 


2-Ind-CO- 


L,arv~n 2 


Bz 


3,4-diHO-Pro- 


tBuNH- 


30 


407 


2-Ind-CO- 




aZ 


3,4, 5- triHO- Pro- 


£BuNH- 




408 


2-Ind-CO- 


carCH 2 


Bz 


s' Oxo -Pro - 


£BuNH- 




409 


2-lnd-CO- 




oZ 


4 - Oxo - Pro - 


tBuNH- 




410 


2-Ind-CO- 


CarCH 2 


Bz 


3 -Oxo- Pro - 


tBuNH- 


35 


411 


2-Ind-CO- 


CarCH 2 


D» 


4-Mor-Pro- 


£BuNH- 




412 


2-Ind-CO- 


CarCH 2 


Bz 


4-Me 2 N-Pro- 


£BuNH- 




413 


2-lnd-CO- 


CarCH 2 


Bz 


4 -CI -Pro - 


tBuNH- 


40 


414 


2-Ind-CO- 


CarCH 2 


Bz 


3-Cl-Pro- 


tBuNH- 


415 


2-Ind-CO- 


CarCH 2 


Bz 


3,4-diCl-Pro- 


£BuNH- 




416 


2-Ind-CO- 


CarCH 2 


Bz 


4-Br-Pro- 


£BuNH- 




417 


2- Ind-CO- 


CarCH 2 


Bz 


3-Br-Pro- 


tBuNH- 


45 


418 


2-Ind-CO- 


CarCH 2 


Bz 


3,4-diBr-Pro- 


£JBuNH- 




419 


2-Ind-CO- 


CarCH 2 


Bz 


4-F-Pro- 


tBuNH- 




420 


2-Ind-CO- 


CarCH 2 


Bz 


3-F-Pro- 


tBuNH- 


50 


421 


2-Ind-CO- 


CarCH 2 


Bz 


4, 4-diF-Pro- 


£BuNH- 


422 


2-Ind-CO- 


CarCH 2 


Bz 


3,4-diF-Pro- 


tBuNH- 




423 


2-Ind-CO- 


CarCH 2 


Bz 


4-l-Pro- 


tBuNH- 



55 



34 



EP0 587 311 A1 
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R 



424 


2-Ind- 


co- 


CarCH 2 


Bz 


3 -I- Pro- 


tBuNH- 


425 


2 - Ind- 


co- 


2 


I3Z 


4,4-diMeO-Pro- 


£BuNH- 


426 


2-Ind- 


co* 


CarCH 




4 -MeO- Imin-Pro- 


£BuNH- 


427 


2 - Ind- 


CO - 


WC* A. WX*2 


OZ 


4-Ph-S-Pro- 


tBuNH- 


428 


2 - Tnd- 


cn - 

WW 


wdi wXl^ 


tlrr 
OZ 


4- tBu-O-Pro- 


£BuNH- 


429 


X11U 


ww 


CarCH 2 


OZ 


4-CN-4-HO-Pro- 


JzBuNH- 


430 




ww* 


Wcli WXI2 




Spiro (2 , 5 -dioxo- imida- 
zol idine -4,4'- prolyl ) - 


£BuNH- 


431 


2 - Ind- 


CO- 


wglx. wn^ 


OZ 


4-CN-Pro- 


tBuNH- 


432 


2-Ind- 


CO- 


CarCH 2 




4-Mec-Pro- 


tBuNH- 


433 


2 - Ind - 


CO- 


CarCH 2 




4-C00H-Pro- 


tBuNH- 


434 


2 - Ind- 


nn- 

WW 


weL^wil^ 


oZ 


3-Deh-Pro- 


£BuNH- 


435 


2-Ind- 


CO- 


CarCH 2 


Bz 


ThiaPro- 


£BuNH- 


436 


2-ind- 


CO- 


CarCH 2 


Bz 


3,3,5,5- t etMe - ThiaPro - 


£BuNH- 


437 


2-Ind- 


CO- 


CarCH 2 


Bz 


3 , 3 -diMe- ThiaPro - 


j-BuNH- 


438 


2-Ind- 


CO- 


CarCH 2 


Bz 


2,5-0xaz-3-0xo-bicyclo[2,2,l] - 












hept-5-yl- 




439 


2-Ind- 


CO- 


CarCH 2 


Bz 


2-£Bu-2, 5-diaza-3-Oxo-bicyclo- 












[2,2,l]hept-5-yl- 




440 


£BOC 




CarCH 2 


Bz 


5-HO-Pro- 


£BllNH- 


441 


£Boc 




CarCH 2 


Bz 


4-HO-Pro- 


tBuNH- 


442 


tBoc 




CarCH 2 


Bz 


3 -HO- Pro- 


tBuNH- 


443 


£Boc 




CarCH 2 


Bz 


4,5-diHO-Pro- 


£BuNH- 


444 


£Boc 




CarCH 2 


Bz 


3,4-diHO-Pro- 


tBuNH- 


445 


tBoc 




CarCH 2 


Bz 


3,4,5-triHO-Pro- 


tBuNH- 


446 


£Boc 




CarCH 2 


BZ 


5-0xo-Pro- 


£BuNH- 


447 


£Boc 




CarCH 2 


Bz 


4-0xo-Pro- 


tBuNH- 


448 


£Boc 




CarCH 2 


Bz 


3-Oxo-Pro- 


£BuNH- 



35 
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Cpd. R 1 R 3 R 4 z R 5 

No. 

10 ■ 







ioOC 


CarCH 2 


Bz 


4-Mor-Pro- 


tBuNH- 






4- "D ^-s /— 


CarCH 2 


Bz 


4-Me 2 N-Pro- 


tBuNH- 


15 


A 

4 Jl 


JU-oOC 


CarCH^ 


Bz 


4-Cl-Pro- 


£BuNH- 




*± o z 


£oOC 


CarCH 2 


Bz 


3 -CI -Pro - 


tBuNH- 




453 




CaiTL-xl^ 


Bz 


3,4-diCl-Pro- 


£BuNH- 


20 


454 




CarCI^ 


Bz 


4 -Br- Pro- 


tBuNH- 


ACS 


CBOC 


CarCH 2 


Bz 


s' Br- Pro - 


£BuNH- 






ra _ 


CarCH 2 


Bz 


3,4-diBr-Pro- 


£BuNH- 




4kD / 


_£±JOC 


CarCH 2 


Bz 


4-F-Pro- 


tBuUH- 


25 


jl C Q 


.CJbOC 


CarCH 2 


Bz 


3-F-Pro- 


£BuNH- 




4 




CarCH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 




ft ou 


CiiOC 


CarCH 2 


Bz 


3,4-diF-Pro- 


tBuNH- 


30 


461 






Bz 


4 - I-Pro- 


tBuNH- 


462 


tBoc 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 




463 


tBOC 


CarCH 2 


Bz 


4,4-diMeO-Pro- 


£BuNH- 




464 


tBoc 


CarCH 2 


Bz 


4 - MeOImin - Pro - 


£BuNH- 


35 


465 


tBoc 


CarCH 2 


Bz 


4-Ph-S-Pro- 


tBuNH- 




466 


tBoc 


CarCH 2 


Bz 


4-tBuO-Pro- 


tBuNH- 




467 


tBoc 


CarCH 2 


Bz 


4-CN-4-H0-Pro- 


£BuNH- 


40 


468 


^Boc 


CarCH 2 


Bz 


Spiro (2 , 5 -dioxo- imida- 


tBuNH- 










zolidine-4, 4' -prolyl) - 






469 


tBOC 


CarCH 2 


Bz 


4-CN-Pro- 


£BuNH- 




470 


tBoc 


CarCH 2 


Bz 


4-Mec-Pro- 


tBuNH- 


45 


471 


tBOC 


CarCH 2 


Bz 


4-C00H-Pro- 


£BuNH- 




472 


tBoc 


CarCH 2 


Bz 


3-Deh-Pro- 


JLBuNH- 




473 


£BOC 


CarCH 2 


Bz 


ThiaPro- 


i tBuNH- 


50 


4 74 


tBOC 


CarCH 2 


Bz 


3,3,5,5- tetMe-ThiaPro- 


tBuNH- 


475 


Jt.BOC 


CarCH 2 


1 Bz 


3,3-diMe-ThiaPro- ' 


tBuNH- ; 
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R 


Z 
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476 


£Boc 


CarCH 2 


Bz 


2,5-Oxaz-3-Oxo-bicyclo[2,2, 1] - 












hepfc - 5 - yl - 




15 


477 


JtBoc 


CarCH 2 


Bz 


2 - t Bu - 2 , 5-diaza- 


3 - Oxo -hi rvr 1 n- 












[2,2,1] heot -5- 


vl - 




478 


MPhoAc- 


CarCH 2 


Bz 


5-HO-Pro- 






479 


MPhoAc- 


CarCH 2 


Bz 


4-HO- Pro- 






480 


MPhoAc- 


CarCH 2 


Bz 


3 -HO- Pro - 






481 


MPhoAc - 


CarCH 2 


Bz 


4, 5-diHO-Pro- 


tBuNH- 




482 


MPhoAc - 


CarCH 2 


BZ 


3 , 4-diHO-Pro- 




y 25 


483 


MPhoAc - 


CarCH 2 


Bz 


3 , 4 , 5 - triHO- Pro- 


tBuNH- 




484 


MPhoAc - 


CarCH 2 


Bz 


5 - Oxo - Pro - 


£BuNH- 




485 


MPhoAc - 


CarCH 2 


Bz 


4 -Oxo -Pro - 


tBuNH- 




486 


MPhoAc - 


CarCH 2 


Bz 


3 -Oxo -Pro - 


£BuNH- 


30 


487 


MPhoAc - 


CarCH 2 


Bz 


4-Mor-Pro- 


£,BuNH- 




488 


MPhoAc - 


CarCH 2 


Bz 


4-Me 2 N-Pro- 


tBuNH- 




489 


MPhoAc - 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


35 


490 


MPhoAc - 


CarCH 2 


Bz 


3-Cl-Pro- 


£BuNH- 




491 


MPhoAc - 


CarCH 2 


Bz 


3,4-diCl-Pro- 


tBuNH- 




492 


MPhoAc - 


CarCH 2 


Bz 


4-Br- Pro- 


tBuNH- 




493 


MPhoAc - 


CarCH 2 


Bz 


3 -Br- Pro- 


£BuNH- 


40 


494 


MPhoAc - 


CarCH 2 


Bz 


3,4-diBr-Pro- 


£BuNH- 




495 


MPhoAc - 


CarCH 2 


Bz 


4-F-Pro- 


£BuNH- 




496 


MPhoAc - 


CarCH 2 


Bz 


3-F-Pro- 


£BuNH- 


45 


497 


MPhoAc - 


CarCH 2 


Bz 


4,4-diF-Pro- 


£BuNH- 


498 


MPhoAc - 


CarCH 2 


Bz 


3, 4-diF-Pro- 


JtBuNH- 




499 


MPhoAc - 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 




500 


MPhoAc - 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 


50 


501 


MPhoAc- 

r 


CarCH 2 


Bz 


4,4-diMeO-Pro- 


tBuNH- 
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r3 ** *■ 3" 

No. K 



502 MPhoAc- 

503 MPhoAc - 

504 MPhoAc - 

505 MPhoAc - 

506 MPhoAc - 



507 
508 
509 
510 
511 
512 
513 
514 



MPhoAc - 
MPhoAc - 
MPhoAc - 
MPhoAc - 
MPhoAc - 
MPhoAc - 
MPhoAc - 
MPhoAc- 



515 MPhoAc- 



CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


* Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 



516 


4-NH 2 - 


CarCH 2 


Bz 


5-HO-Pro- 




PhoAc- 








517 


4-NH 2 - 


CarCH 2 


Bz 


4 -HO -Pro - 




PhoAc- 








518 


4-NH 2 - 


CarCH 2 


Bz 


3 -HO- Pro- 




PhoAc - 








519 


4-NH 2 - 


CarCH 2 


Bz 


4,5-diHO-Pro- 




PhoAc- 








520 


4-NH 2 - 


CarCH£ 


Bz 


3,4-diHO-Pro- 




PhoAc - 








i 






< 





4-MeOImin-Pro- 
4-Ph-s-Pro- 
4-tBuO-Pro- 
4-CN-4-H0-Pro- 
Spiro (2 , 5 -dioxo- imida- 

zol idine -4,4'- prolyl ) 
4-CN-Pro- 
4-Mec-Pro- 
4 -COOH- Pro- 
s' Deh-Pro- 
ThiaPro- 

3,3 , 5, 5-tetMe-ThiaPro- 
3, 3-diMe-ThiaPro- 

2,5-Oxaz-3-Oxo-bicyclo[2,2,l] - 
hept-5-yl- 

2-£Bu-2,5-diaza-3-Oxo-bicyclo- 
-yl- 

tBuNH- 



£BuNH- 
£BuNH- 
tBuNH- 



tBuNH 
tBuNH 
tBuNH- 
£BuNH- 
£BuNH- 

JtBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 



tBuNH- 
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5 





Cpd. R 1 




R 3 


R 4 


Z 


R 5 


10 


WO . 
















CO 1 

521 


4-NH 2 


- PhoAc - 


CarCH n 
2 


Bz 


3.4.5- triHO-Pro- 




15 




4-NH 2 


- PhoAc - 


CarCH- 

2 


Bz 


5 - Oxo - Pro - 


1-RnNW- 




coo 


4-NH 2 


- PhoAc - 


CarCH- 
2 


BZ 


4 -Oxo- Pro- 






524 


4-NH 2 


- PhoAc - 


CarCH- 
2 


Bz 


3 - Oxo - Pro - 






c o c 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


4 - Mor - Pro - 


y» -P ujn n 


20 


52o 


4-NH 2 


- PhoAc - 


CarCH- 
2 


Bz 


4-Me 2 N-Pro- 






527 


4-NH 2 


- PhoAc - 


CarCH- 
2 


BZ 


4 -CI - Pro- 






528 


4-NH 2 


- PhoAc - 


CarCH- 
2 


Bz 


5-Cl-Pro- 


£BuNH- 


25 


5z3 


4-NH 2 


- PhoAc - 


CarCH 0 
2 


Bz 


3, 4-diCl-Pro- 


tBuNH- 




4-NH 2 


- PhoAc - 


CarCH- 
2 


Bz 


4 -Br- Pro- 


£J3uNH- 




531 


4-NH 2 


- PhoAc - 


CarCH 0 
2 


Bz 


3 -Br- Pro - 


tBuNH- 






4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


3,4-diBr-Pro- 


tBuNH- 


30 


C O *3 

533 


4-NH 2 


- PhoAc - 


CarCH- 
2 


Bz 


4-F-Pro- 


£BuNH- 




534 


4-NH 2 


- PhoAc - 


CarCH« 
2 


Bz 


3-F-Pro- 






535 


2 


- PhoAc - 


CarCH- 
2 


Bz 


4, 4-diF-Pro- 






536 


4-NH 2 


- PhoAc - 


CarCH- 

4k 


Bz 


3,4-diF-Pro- 


tBuNH- 


35 


537 


4-NH 2 


-PhoAc- 


CarCH 2 


Bz 


4 -I -Pro- 


tBuNH- 




538 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


s' I- Pro- 


tBuNH- 




539 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


4,4-diMeO-Pro- 


£BuNH- 


40 


540 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


4 - MeOImin - Pro - 


tBuNH- 


541 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


4-Ph-S-Pro- 


tBuNH- 




542 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


4-tBuO-Pro- 


£BuNH- 




543 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


4-CN-4-H0-Pro- 


tBuNH- 


45 


544 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


Spiro (dioxo-2, 5- 
imidazolidine-4 # 


£BuNH- 
4' -prolyl) 




545 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


4-CN-Pro- 


tBuNH- 


50 


546 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


4-Mec-Pro- 


£BuNH- 


547 


4-NH 2 


- PhoAc - 


CarCH 2 


Bz 


4-COOH-Pro- 


tBuNH- 
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Table l (conn-) 



10 



Cpd. R J 
No. 



R 



R~ 



15 



20 



25 



30 



40 



45 



50 



548 4-NH 2 -PhoAc- 

549 4-NH 2 -PhoAc- 

550 4-NH 2 -PhoAc- 



551 4-NH 2 -PhoAc- 

552 4-NH 2 -PhoAc- 



CarCH 2 
CarCH 2 
CarCH 2 

CarCH 2 
CarCH 2 



Bz 3 - Deh - Pro - £BuNH - 

Bz ThiaPro- tBuNH- 

Bz 3, 3,5,5-tetMe- £BuNH- 

ThiaPro- 

Bz 3,3- diMe - ThiaPro - tBuNH- 
Bz 2,5-Oxaz-3-Oxo-bicyclo[2,2,l] 

hept-5-yl- 



553 


4 


-NH 2 


- PhoAc - 


CarCH 2 


Bz 


2 


- tBu-2, 5-diaza-3 


-Oxo-bic 


















[2,2,l]hept-5-yl 




554 


4 


-Bzc 


-NH- 


PhoAc- 


CarCH 2 


Bz 


5 


-HO-Pro- 


£BuNH- 


555 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4 


-HO-Pro- 


tBuNH- 


556 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


3 


-HO-Pro- 


tBuNH- 


557 


4 


-BZC 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4,5-diHO-Pro- 


tBuNH-. 


558 


4 


-Bzc 


-NH- 


PhoAc- 


CarCH 2 


Bz 


3 


,4-diHO-Pro- 


tBuNH- 


559 


4 


-BZC 


-NH- 


PhoAc- 


CarCH 2 


Bz 


3,4,5-triHO-Pro- 


£BuNH- 


560 


4 


-BZC 


-NH- 


PhoAc - 


CarCH 2 


Bz 


5 


-Oxo-Pro- 


tBuNH- 


561 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4 


-Oxo-Pro- 


tBuNH- 


562 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


3 


-Oxo-Pro- 


tBuNH- 


563 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4 


-Mor-Pro- 


tBuNH- 


564 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4 


-Me 2 N-Pro- 


tBuNH- 


565 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4 


-Cl-Pro- 


£BuNH- 


566 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


3 


-Cl-Pro- 


tBuNH- 


567 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


3 


,4-diCl-Pro- 


tBuNH- 


568 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4 


-Br-Pro- 


£BuNH- 


569 


4 


-BZC 


-NH- 


PhoAc - 


CarCH 2 


Bz 


3 


-Br-Pro- 


tBuNH- 


570 


4 


-BZC 


-NH- 


PhoAc - 


CarCH 2 


BZ 


3 


,4-diBr-Pro- 


£BuNH- 


571 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4 


-F-Pro- 


JtBuNH- 


572 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


BZ 


3 


-F-Pro- 


tBuNH- 
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30 



35 



40 



45 



50 



10 


Cpd 
NO. 






R 




"3 

R 


R 


Z 


R 5 


15 


573 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4, 4-diF-Pro- 


£BuNH- 




574 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


3,4-diF-Pro- 


tBuNH- 




575 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 




576 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


3-I-Pro- 


£BuNH- 


20 


577 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4,4-diMeO-Pro- 


tBuNH- 




578 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


BZ 


4 -MeOImin- Pro- 


£BuNH- 




579 


4 


-BZC 


-NH- 


PhoAc - 


CarOJ 2 


Bz 


4-Ph-S-Pro- 


£BuNH- 




580 


4 


-BZC 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4 - t BuO - Pro- 


£BuNH- 


25 


581 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4-CN-4-HO-Pro- 


tBuNH- 




582 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


Spiro (2, 5-dioxo- 


tBuNH- 



imidazolidine-4,4' -prolyl) - 



583 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4-CN-Pro- 


£BuNH- 


584 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4-Mec-Pro- 


fcBuNH- 


585 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


4 - COOH -Pro- 


£BuNH- 


586 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


s' Deh-Pro- 


£BuNH- 


587 


4 


-BZC 


-NH- 


PhoAc - 


CarCH 2 


Bz 


ThiaPro- 


£BuNH- 


588 


4 


-Bzc 


-NH- 


PhoAc - 


CarCH 2 


Bz 


3,3,5,5-tetMe- 


tBuNH- 



589 4 - Bzc -NH- PhoAc- CarCH 2 

59 0 4 - Bzc -NH- PhoAc- CarCH 2 

591 4-Bzc-NH-PhoAc- CarCH 2 

592 4- [MorAc-NMe] - CarCH 2 

PhoAc - 

593 4- [MorAc-NMe] - CarCH 2 

Pho-Ac 



ThiaPro- 
Bz 3,3-diMe-ThiaPro- £BuNH- 
Bz 2,5-Oxaz-3-Oxo-bicyclo[2,2, 1] 

hept-5-yl- 
Bz 2-£Bu-2, 5-diaza-3-0xo-bicyclo 
l2,2,l]hept-5-yl- 



Bz 5-HO-Pro- 



Bz 4-HO-Pro- 



£BuNH- 
tBuNH- 
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v 



T^ble l (cont:,) 

5 



i 





Cpd. 








R- 


„4 
R 


Z « 


c 

R 


10 


No. 




















594 


4- 


[MorAc 


-NMe] 


- PhoAc - 


CarCH 2 


Bz 


3 -HO- Pro- 


tBuNH- 


15 


595 


4 - 


[MorAc • 


-NMe] 


- PhoAc - 


CarCH 2 


Bz 


4,5-diHO-Pro- 


tBuNH- 




596 


4- 


[MorAc • 


-NMe] 


- PhoAc - 


CarCH 2 


Bz 


3,4-diHO-Pro- 


£BuNH- 




597 


4- 


[MorAc • 


-NMe] 


- PhoAc - 


CarCH 2 


Bz 


3,4, 5-triHO-Pro- 


tBuNH- 




598 


4- 


[MorAc - 


-NMe] 


- PhoAc - 


CarCH 2 


Bz 


5-0xo-Pro- 


tBuNH- 


20 


599 


4- 


[MorAc « 


-NMe] 


- PhoAc - 


CarCH 2 


Bz 


4-0xo-Pro- 


tBuNH- 




600 


4- 


[MorAc - 


•NMe] 


- PhoAc - 


CarCH 2 


Bz 


3 -Oxo-Pro- 


tBuNH- 




601 


4- 


[MorAc - 


-NMe] 


- PhoAc - 


CarCH 2 


Bz 


4-Mor-Pro- 


tBuNH- 


25 


602 


4- 


[MorAc - 


-NMe] 


- PhoAc - 


CarCH 2 


Bz 


4-Me 2 N-Pro- 


tBuNH- 


603 


4- 


[MorAc - 


■NMe] 


- PhoAc - 


CarCH 2 


Bz 


4 -CI -Pro - 


tBuNH- 




604 


4- 


[MorAc - 


•NMe] 


- PhoAc - 


CarCH 2 


Bz 


3 -CI -Pro - 


£BuNH- 




605 

i 


4- 


[MorAc - 


•NMe] 


- PhoAc - 


CarCH 2 


Bz 


3,4-diCl-Pro- 


fcBuNH- 


30 


DUO 


A _ 
*r - 


[MorAc - 


•NMe] 


- PhoAc - 


CarCH 2 


Bz 


4-Br-Pro- 


£BuNH- 




607 


4- 


[MorAc " 




- PhoAc - 


v-areii 2 


Bz 


3 -Br-Pro- 


tBuNH- 




608 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


BZ 


3 , 4-diBr-Pro- 


£BuNH- 




609 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


4-F-Pro- 


tBuNH- 


35 


610 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


3-F-Pro- 


£BuNH- 




611 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


4,4-diF-Pro- 


£BuNH- 




612 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


3,4-diF-Pro- 


^BtjlNH- 


40 


613 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


4-I-Pro- 


tBuKH- 


614 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 




615 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


4,4-diMeO-Pro- 


£BuNH- 




616 


4> 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


4 -MeOImin- Pro - 


tBuNH- 


45 


617 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


4-Ph-S-Pro- 


tBuNH- 




618 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


4-tBuO-Pro- 


£BuNH- 




619 


4- 


[MorAc - 


NMe] 


- PhoAc - 


CarCH 2 


Bz 


4-CN-4-HO-Pro- 


tBuNH- 



50 i t f 



f 
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Table 1 f^ni;,) 

10 Cpd. R 1 R 3 ? z ^" 

No. 



t5 


620 


4- [MorAc-NMe] - PhoAc - 


CarCH 2 


Bz 


Spiro(2,5-dioxo- 
imidazol idine - 4 


tBuNH- 
,4' -proly 




621 


4- [MorAc-NMe] - PhoAc - 


CarCH 2 


Bz 


4-CN-Pro- 


tBuNH- 


20 


622 


4- [MorAc-NMe] - PhoAc - 


CarCH 2 


Bz 


4-Mec-Pro- 


£BuNH- 


623 


4- [MorAc-NMe] -PhoAc- 


CarCH 2 


Bz 


4-COOH-Pro- 


£BuNH- 






4- I MorAc-NMe J - PhoAc - 


CarCH 2 


Bz 


3-Deh-Pro- 


tBuNH- 




625 


4- [MorAc-NMe] - PhoAc - 


•CarCH 2 


Bz 


ThiaPro- 


tBuNH- 


25 


626 


4- [MorAc-NMe] - PhoAc - 


CarCH 2 


Bz 


3,3,5,5-tetMe- 


£.BuNH- 










ThiaPro- 






62 7 


4- [MorAc-NMe} -PhoAc- 


CarCH 2 


Bz 


3,3-diMe-Thio- 
Pro- 


tBuNH- 


30 


628 


4- [MorAc-NMe] - PhoAc - 


CarCH 2 


Bz 


2 , 5-Oxaz-3 -Oxo- 


tBuNH- 












bicyclo [2,2,1] hept - 5 -yl - 




629 


4- [MorAc-NMe] - PhoAc - 


CarCH 2 


Bz 


2-£Bu-2,5-diaza- 


£BuNH-3- 












Oxo-bicyclo [2,2,1] hept -5 


35 


630 


4-NH 2 -PhoAc- 


CarCH 2 


Bz 


Pro- 


tBuNH- 




631 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


Pro- 


£BuNH- 




632 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


Pro- 


£BuNH- 




633 


2 / 3-diNH 2 -PhoAc- 


CarCH 2 


Bz 


Pro- 


£BuNH- 


40 


634 


2,4-diNH 2 -PhoAc- 


CarCH 2 


Bz 


Pro- 


£BuNH- 




635 


4-NH 2 -Ph-CO- 


CarCH 2 


Bz 


Pro- 


tBuNH- 




636 


4-NH 2 -Bzc- 


CarCH 2 


Bz 


Pro- 


£BuNH- 




637 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


Pro- 


£BuNH- 


45 


638 


4- [Me (Bz) N] - PhoAc - 


CarCH 2 


Bz 


Pro- 


tBuNH- 




639 


4 -Mo r- PhoAc- 


CarCH 2 


Bz 


Pro- 


tBuNH- 




640 


4- [N-Bz-Pipr] - PhoAc - 


CarCH 2 


Bz 


Pro- 


tBuNH- 




641 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


Pro- 


tBuNH- 
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Table 1 (cont:.) 



10 



15 



20 



25 



30 



35 



40 



45 



50 



CpcL 
No. 



642 

643 
644 
645 
646 
647 
648 
649 

650 

651 
652 
653 

654 
655 
656 
657 
658 
659 
660 
661 
662 
663 
664 
665 
6*66 



4- C (4'Me-Bzc) - 

NH] -Pho-Ac- 
4- [Bzc-NH] - PhoAc - 
4- [^Boc-NH] - PhoAc - 
4 -tBoc - NMe - PhoAc - 
4- [Gly-NH] - PhoAc - 
4- [Gly-NMe] - PhoAc - 
4- [ (H-Me-Gly)NMeJ -PhoAc- 
4- [ (E- tBoc -Gly) NMe] - 

PhoAc - 
4- [ (N-t-Boc-N-Me-Gly) - 

NMe] - PhoAc - 
4-NH 2 -PhoAc- 
tBoc 

4- [ (4' -MeO-Bzc)NH] - 

PhoAc - 
N-Me-4-PipO-Ac- 
4-NH 2 -c_HxO-Ac- 
4 - [MorAc - NMe ] - PhoAc - 
2-Quix-CO- 
2-Quix-CO- 
2-Quix-CO- 
2-Quix-CO- 
2-Quix-CO- 
2-Quix-CO- 
2-Quix-CO- ■ 
2-Quix-CO- 
2-Quix-CO- 
2-Quix-CO- 



R 3 


R 4 


Z 








R 5 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








£BuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








£BuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


Pro- 








tBuNH- 


CarCH 2 


Bz 


2-Azep 


-CO- 




tBuNH- 


CarCH 2 


Bz 


7-HO- 


•2 


-Azep- 


C0- 


£BuNH- 


CarCH 2 


Bz 


6-HO- 


2 


-Azep-CO- 


tBuNH- 


CarCH 2 


Bz 


5-HO- 


2 


-Azep- 


co- 


£.BuNH- 


CarCH 2 


Bz 


4-HO- 


2 


-Azep- 


co- 


£BuNH- 


CarCH 2 


BZ 


3-HO- 


2 


-Azep- 


co- 


tBuNH- 


CarCH 2 


Bz 


6-C1- 


2 


-Azep-CO- 


tBuNH- 


CarCH 2 


Bz 


5-C1- 


2 


-Azep- 


co- 


tBuNH- 


CarCH 2 


Bz 


4-C1- 


2 


-Azep- 


co- 


£BuNH- 


CarCH 2 


Bz 


3-C1- 


2 


-Azep- 


co- 


tBuNH- 



55 
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Tfrble X (gont;,) 

5 





Cpd 




R 1 


R 3 


R 4 


z 


K 


10 


NO, 
















667 


2 


-Quix-CO- 


CarCH- 
2 


Bz 


6 -Br -2 -Azep-CO- 




15 


668 


2 


-Quix-CO- 


CarCH 2 


Bz 


5 -Br- 2 -Azep- CO - 


tBuNH- 




669 


2 


-Quix- CO- 


CarCH 2 


Bz 


4 - Br- 2 - Azep- CO- 






670 


2 


-Quix-CO- 


CarCH 2 


Bz 


3 -Br-2-Azep-CO- 


t_BuNH- 


20 


671 


2 


-Quix-CO- 


CarCH 2 


Bz 


6 - P - 2 - Azep - CO - 






672 


2 


-Quix-CO- 


CarCH- 
2 


Bz 


5 - F - 2 - Azep - CO - 


tBuNH- 




673 


2 


-Quix-CO- 


CarCH^ 
2 


Bz 


4 - F- 2 -Azep- CO - 






674 


2 


-Quix-CO- 


CarCH 2 


Bz 


3 -F-2-Azep-CO- 


tBuNH- 


25 


675 


2 


-Quix-CO- 


CarCH 2 


BZ 


3,3. diF- 2 -Azgd-CO- 






676 


2 


-Quix-CO- 


CarCH- 
2 


Bz 


6 - Oxo - 2 - Azep - CO - 


tBuNH- 




677 


2 


-Quix-CO- 


CarCH 2 


Bz 


5 - Oxo - 2 - A?pn - CO - 




30 


678 


2 


-Quix-CO- 


CarCH 2 


Bz 


4 - Oxo - 2 - Azep - CO - 


tBuNH- 


679 


2 


-Quix-CO- 


CarCH- 


Bz 


3 - Oxo - 2 - Azen - CO - 






680 


2 


-Quix-CO- 


CarCH- 


Bz 


1/4 -Diaz - 2 - Oxo - 5 - 
Azep -CO - 


tBuNH- 


35 


681 


2 


-Quix-CO- 


CarCH- 


Bz 


1, 4-Diaz-5-Oxo-2- 
Azep-CO- 


£BuNH- 




682 


2 


-Quix-CO- 


CarCH 2 


Bz 


1,4- Oxaz - 2 - Oxo - 5 - 


£BuNH- 


40 












Azep- CO - 




683 


2 


-Quix-CO- 


CarCH 2 


Bz 


1,4- Oxaz - 7 - Oxo - 3 - 
Azep-CO- 


£BuNH- 




684 


2 


-Quix-CO- 


CarCH 2 


Bz 


1, 4 -Oxaz -7 -Oxo- 5- 


£BuNH- 


45 












Azep-CO- 






685 


2 


-Quix-CO- 


CarCH 2 


Bz 


1, 4-Diaz-7-0xo-5- 
Azep-CO- 


tBuNH- 


50 


686 


2 


-Quix-CO- 


CarCH 2 


Bz 


6-HO-2-Pip-CO- 


tBuNH- 


687 


2 


-Quix-CO- 


CarCH 2 


Bz 


5-HO-2-Pip-CO- 


£BuNH- 




688 


2 


-Quix-CO- 


CarCH 2 


BZ 


4 -HO- 2 -Pip- CO- 


tBuNH- 



55 



45 
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Table 1 frn^ , ) 



Cpd 


. R 1 


R 3 


~4 
R 


Z 


R 5 


No. 










689 


2 -Ouix- CO- 




Bz 


3-H0-2-Pip-CO- 


£BuNH- 


690 


2 -Quix- CO - 


carcH 2 


Bz 


5-Cl-2-Pip-CO- 


£BuNH- 


691 


2 -Ouix- CO- 


Psa T-P'IJ 
v-a>i L.xi 2 


Bz 


4-Cl-2-Pip-CO- 


tBuNH- 


692 


2 - Quix- CO- 


carcH 2 


BZ 


3-Cl-2-Pip-CO- 


tBuNH- 


693 


2 -Quix- CO- 


CarCH 2 


Bz 


5-Br-2-Pip-CO- 


£BuNH- 


694 


2 -Ouix- CO- 


pra vfU 


Bz 


4-Br-2-Pip-CO- 


£BuNH- 


695 


2 -Quix- CO - 




BZ 


3 -Br-2 -Pip-CO- 


£.BuNH- 


696 


2 -Quix- CO - 


Pra ■v'PTT 


BZ 


5-F-2 -Pip-CO- 


tBuNH- 


697 


2 - Quix- CO - 


p-a t-ptt 


BZ 


4-F-2-Pip-CO- 


£BuNH- 


698 


2 -Quix- CO - 


fa Y'fTT 
V-Ct J» V^Xi^ 


BZ 


3 -F-2 -Pip-CO- 


tBuNH- 


699 


2 -Quix- CO - 




BZ 


4,4-diF-2-Pip-CO- 


tBuNH- 


700 


2 -Ouix- CO- 


CanrCH 2 


Bz 


3-0xo-6-Mor-C0- 


£BuNH- 


701 


2 -Quix- CO - 


V-O.X ^~**2 


BZ 


2-0xo-4-Pipr-C0- 


tBuNH- 


702 


Bzc 


P» T-fV 
^o.i ^-'**2 


Bz 


2 -Azep-CO- 


tBuNH- 


703 


BZC 


CajrCH 2 


Bz 


7-HO-2-Azep-CO- 


tBuNH- 


704 


Bzc 


v~a.i vJxi^ 


Bz 


6-H0-2-Azep-CO- 


£BulNJH- 


705 


Bzc 


CarCH 2 


Bz 


5-HO-2-Azep-CO- 


tBuNH- 


706 


Bzc 


CarCH 2 


Bz 


4-H0-2-Azep-C0- 


£BuNH- 


707 


Bzc 


CarCH 2 


Bz 


3-HO-2-Azep-CO- 


tBuNH- 


708 


Bzc 


CarCH 2 


Bz 


6-Cl-2-Azep-CO- 


tBuNH- 


709 


Bzc 


'-oj. v_ji 2 


oz 


5 -CI - 2 -Azep- CO- 


£BuNH- 


710 


Bzc 


CarCH 2 


Bz 


4-Cl-2-Azep-CO- 


tBuNH- 


711 


Bzc 


CarCH 2 


Bz 


3-Cl-2-Azep-CO- 


tBuNH- 


712 


Bzc 


CarCH 2 


Bz 


6-Br-2 -Azep-CO- 


£BuNH- 


713 


Bzc 


< CarCH 2 


Bz 


5-Br-2 c -Azep-CO- 


£BuNH- 


714 


Bzc 


, CarCH 2 


Bz 


4-Br-2-Azep-CO- 


£BuNH- 


715 


Bzc 


CarCH 2 


Bz 


3-Br-2-Azep-CO- 


JtBuNH- 


716 

* .- 


Bzc 


CarCH 2 

i 


Bz 

1 


6-F-2-Azep-CO- 

! 


£BuNH- 
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Table I fgpfft,) 



5 





Cpd 
No, 


. R 


_3 
R 


4 

R 


Z 


R 5 


10 
















717 


Bzc 


CarCH 2 


Bz 


5-F-2-Azep-CO- 


tBuNH- 




718 


Bzc 


CarCH 2 


Bz 


4 - F - 2 - Azep - CO - 


£BuNH- 


15 


719 


Bzc 


CarCH 2 


Bz 


3- F-2-Azep-CO- 


JtBuNH- 




720 


Bzc 


CarCH 2 


Bz 


3,3-diF-2-Azep-CO- 


tBuNH- 




721 


Bzc 


CarCH 2 


Bz 


6 - Oxo- 2 - Azep- CO - 


£BuNH- 




722 


Bzc 


CarCH 2 


Bz 


5 - Oxo- 2 - Azep- CO - 


£BuNH- 


20 


723 


Bzc 


CarCH 2 


Bz 


4 - Oxo- 2 - Azep- CO - 


tBuNH- 




724 


Bzc 


CarCH 2 


Bz 


3 - Oxo -2-Azep-CO- 


tBuNH- 




725 


Bzc 


CarCH 2 


Bz 


1, 4 -Diaz -2 -Oxo- 5 - 


£BuNH- 


25 










Azep-CO- 






726 


Bzc 


CarCH 2 


Bz 


1, 4 -Diaz- 5 -Oxo- 2- 


£BuNH- 












Azep-CO- 






727 


Bzc 


CarCH 2 


Bz 


1, 4-Oxaz-2 -Oxo-5- 


tBuNH- 


30 










Azep-CO- 






728 


Bzc 


CarCH 2 


Bz 


1, 4-Oxaz-7-Oxo-3- 


j^BuNH- 












Azep-CO- 




35 


729 


Bzc 


CarCH 2 


Bz 


1, 4 - Oxaz - 7 - Oxo - 5 - 


tBuNH- 












Azep-CO- 






730 


Bzc 


CarCH 2 


Bz 


l,4-Diaz-7-Oxo-5- 


£BuNH- 


40 










Azep-CO- 




731 


Bzc 


CarCH 2 


Bz 


6-HO-2-Pip-CO- 


£BuNH- 




732 


Bzc 


CarCH 2 


Bz 


5-HO-2-Pip-CO- 


tBuNH- 




733 


Bzc 


CarCH 2 


Bz 


4-HO-2-Pip-C0- 


tBuNH- 


45 


734 


Bzc 


CarCH 2 


Bz 


3-HO-2-Pip-CO- 


tBuNH- 




735 


Bzc 


CarCH 2 


Bz 


5-Cl-2-Pip-CO- 


£BuNH- 




736 


Bzc 


CarCH 2 


Bz 


4-Cl-2-Pip-CO- 


tBuNH- 


50 


737 


Bzc 


CarCH 2 


Bz 


3-Cl-2-Pip-CO- 


tBuNH- 


738 


Bzc 


CarCH 2 


Bz 


5-Br-2-Pip-CO- 


tBuNH- 



55 
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Table T front- ) 



Cpd. R J 
No. 



R 



739 


Bzc 


CarCH 2 


oz 


4 -Br- 2 -Pip -CO- 


tBuNH- 


740 


Bzc 


CarCH 2 




j -or- 2 - Pip -CO- 


£BuNH- 


741 


Bzc 


CarCH^ 
2 




o - Jr-2 - Pip- CO- 


tBuNH- 


742 


Bzc 


CarCH-* 
2 


oz 


4-F-2-Pip-C0- 


tBuNH- 


743 


Bzc 


CarCH 


o z 


3 -F- 2 -Pip- CO- 


tBuNH- 


744 


Bzc 


CarCH^ 
2 


DZ 


4 , 4 -a±F- 2 - Pip- CO- 


tBuNH- 


745 


Bzc 


CarCH 2 




j - uxo - o - Mor - CO - 


£BuNH- 


746 


Bzc 


CarCH 2 




2-0xo-4-Pipr-C0- 


tBuNH- 


747 


Bzc 


Me 2 NCH 2 




4 - CI - Pro - 


JLBUNH- 


748 


Bzc 


2 -Car-Et 


oZ 


4 -CI- Pro- 


tBuNH- 


749 


Bzc 




OZ 


4 -Cl-Pro- 


tBuNH- 


750 


Bzc 


iPr 


Bz 


*t - l - t*ro - 


t.BuNH- 


751 Bzc 

c 


£Bu 


Bz 


4-Cl-Pro- 


tBuNH- 


752 


Bzc 


diMeCar-CH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


753 


Bzc 


MorC0CH 2 


BZ 


4-Cl-Pro- 


tBuNH- 


754 


Bzc 


PipC0CH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


755 


BZC 


2 i -NH 2 -Et 


Bz 


4-Cl-Pro- 


tBuNH- 


756 


Bzc 


3«NH 2 -Pr 


Bz 


4 -CI -Pro - 


£.BuNH- 


757 


Bzc 


MeCarCH 2 


Bz 


4 -CI -Pro - 


£BuNH- 


758 


Bzc 


EtCarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


759 


Bzc 


H 


Bz 


4 -CI -Pro - 


£BuNH- 


760 


Bzc 


H0CH 2 


Bz 


4 -CI -Pro- 


tBuNH- 


761 


Bzc 


4-ThizCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


762 


Bzc 


4 - ImidCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


763 


Bzc 


C00H-CH 2 


Bz 


4-Cl-Pro- 


£BuNH- 


764 


Bzc 


2-COOH-Et 


Bz 


4-Cl-Pro- 


tBuNH- 


765 


Bzc 


MeSCH 2 > 


Bz 


4 -CI -Pro- * 


tBuNH- 


766 


Bzc 


SamCH 2 


Bz 


4 -CI -Pro - 


£BuNH- 
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5 





Cpd. 
No, 


R 


R 


R 4 




Z 




R 5 


m 
1U 




















767 


Bzc 


Bz 


Bz 


4 


-CI- 


Pro- 


£BuNH- 




768 


Bzc 


SimCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 


15 


769 


Bzc 


HiaCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




770 


Bzc 


2-Sim-Et 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




771 


Bzc 


2-Hia-Et 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 


20 


772 


Bzc 


NH 2 CH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 


773 


Bzc 


MeNHCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




774 


2 -Quix-CO- 


2-Car-Et 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




775 


2-Quix-CO- 


CNGH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 


25 


ne 


2-Quix-CO- 


iPr 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




111 


2-Quix-CO- 


t Bu 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




IIS 


2 -Quix-CO- 


diMeCar-CH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 


30 


779 


2 -Quix-CO- 


MorCOCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 


780 


2-Quix-CO- 


PipCOCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




781 


2-Quix-CO- 


2-NH 2 -Et 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




782 


2-Quix-CO- 


3-NH 2 -Pr 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 


35 


783 


2-Quix-CO- 


MeCarCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




784 


2 -Quix-CO- 


EtCarCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




785 


2 -Quix-CO- 


H 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 


40 


786 


2-Quix-CO- 


HOCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 


787 


2-Quix-CO- 


4-ThizCH 2 


Bz 


4 


-Cl- 


Pro- 


£JBuNH- 




788 


2 -Quix-CO- 


4 - ImidCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




789 


2-Quix-CO- 


COOH-CH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 


45 


790 


2-Quix-CO- 


2-COOH-Et 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




791 


2-Quix-CO- 


MeSCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




792 


2 -Quix-CO- 


SarnCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 


50 


793 


2-Quix-CO- 


Bz 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 


794 


2-Quix-CO- 


SimCH 2 


Bz 


4 


-Cl- 


•Pro- 


£BuNH- 



55 
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5 






Table 1 


(cont, 


) 






Cpd. R 1 


D 3 
R 


a 

R 


Z 


R 5 




No. 












10 


795 


2-Quix-CO- 


HiaCH^ 


Bz 


4-Cl-Pro- 


£BuNH- 




796 


2-Quix-CO- 


2 - Sim-Et 


Bz 


4 -CI -Pro- 


tBuNH- 


70 


797 


2-Quix-CO- 


2-Hia-Et 


Bz 


4-Cl-Pro- 


tBuNH- 




798 


2-Quix-CO- 


NH 2 CH2 


Bz 


4 -CI -Pro - 


£BuNH- 




799 


2-Quix-CO- 


Va xttt^tt 

MeNHCH^ 


Bz 


4 -CI- Pro - 


£BuNH- 


20 


800 


2-Quix-CO- 


Me 2 NCH 2 


Bz 


4-Cl-Pro- 


£BuNH- 




801 


3-Quin-CO- 


CarCH^ 


Bz 


4 -CI -Pro - 


£BuNH- 




802 


4-Quin-CO- 


CarCH^ 


Bz 


4 -CI- Pro - 


tBuNH- 




803 


2-Pyr-Co- 


CarCH 2 


Bz 


4 -CI- Pro - 


tBuNH- 


25 


804 


3-Pyr-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




805 


4-Pyr-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




806 


4-MeO-2-Quin-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


30 


807 


2-Np-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




808 


1-Np-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




809 


2-Bfur-CO- 


CarCH 2 


Bz 


4 -CI -Pro - 


£BuNH- 




810 


3-Bfur-CO- 


CarCH 2 


Bz 


4 -CI -Pro - 


tBuNH- 


35 


811 


5-Bu-2-Pyr-CO- 


CarCH 2 


Bz 


4 -CI- Pro - 


tBuNH- 




812 


4-HO-2-Quin-CO- 


CarGH 2 


Bz 


4 -CI- Pro - 


£BuNH- 




813 


3 -HO-2-Quix-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


£BuNH- 


40 


814 


1-Np-Sfo- 


v-aj-v*ii 2 


D mm 

BZ 


4 -CI -Pro - 


£BuNH- 


815 


2-Np-SfO- 


CarCH 2 


BZ 


4 -CI -Pro - 


tBuNH- 




816 


Boz 


CarCH 2 


Bz 

i 


4 -CI -Pro - 


tBuNH- 




817 


Bz-NHCO- 


CarCH 2 


Bz 


4-Cl-Pro- 


£BuNH- 


45 


818 


Bz-NH-CS- 


CarCH 2 


Bz 


4 -CI - Pro - 


tBuNH- 




819 


3-Ind-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




820 


2-Pyrd-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


50 


821 


2-Pip-CO- 


CarCH 2 


Bz 


4 -CI -Pro - 


tBuNH- 


822 


2-Thi-CO- 


CarCH 2 


Bz 


4 -CI -Pro- 


HBuNH- 



55 < f 
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5 





CpcL 


, R 1 


R 3 


R 4 


Z 


R 5 


10 


NO. 














823 


MeOCOCO- 


CarCHL 


Bz 


4-Cl-Pro- 


£BuNH- 


15 


824 


PhoAc - 


CarCH- 


Bz 


4-Cl-Pro- 


tBuNH- 




825 


3 -Bzisox-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


£BuNH- 




826 


2-Bzim-CO- 


CarCH- 


Bz 


4-Cl-Pro- 


tBuNH- 




827 


N-Me-3-Ind-CO- 


CarCH- 


Bz 


4-Cl-Pro- 


£BuNH- 


20 


828 


2-Bzthiaz-CO- 


CarCH- 


Bz 


4-Cl-Pro- 


tBuNH- 




829 


2 -Bzoxaz-CO- 


CarCH 0 


Bz 


4-Cl-Pro- 


tBuNH- 




830 


5-MeO-2-Ind-CO- 


CarCH 0 


Bz 


4-Cl-Pro- 


£BuNH- 




831 


5-HO-2-Ind-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


25 


832 


5-AcO-2-Ind-CO- 


CarCH- 


Bz 


4-Cl-Pro- 


tBuNH- 




833 


5-NH 2 AcO-2- 
Ind- CD- 


CarCH- 


Bz 


4-Cl-Pro- 


tBuNH- 


30 


834 


S' Bzim-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


£BuNH- 


835 


(2-NpO) Ac- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




836 


(l-NpO)Ac- 


CarCH^ 
2 


Bz 


4 -CI -Pro - 


£BuNH- 




837 


1-NpOCO- 


CarCH 2 


Bz 


4 -CI -Pro - 


tBuNH- 


35 


838 


2-NpOCO- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




839 


(3-PhPho) Ac- 


CarCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




840 


2-Quix-CO- 


CarCH 2 


Bz 


4-Cl-Pro- 


3-HOPr-NH- 




841 


2-Quix-CO- 


CarCH 2 


Bz 


4 -CI -Pro - 


BuNH- 


40 


842 


2-Quix-CO- 


CarCH 2 


Bz 


4 -CI -Pro - 


£BuO- 




843 


2-Quix-CO- 


CarCH 2 


BZ 


4-Cl-Pro- 


1, l-diMe-2- 
HOEt-NH- 




844 


Bzc 


CarCH 2 


Bz 


4 -CI -Pro - 


3-HOPr-NH- 


45 


845 


Bzc 


CarCH 2 


Bz 


4-Cl-Pro- 


BuNH- 




846 


Bzc 


CarCH 2 


Bz 


4 -CI -Pro - 


tBuO- 




847 


BZC 


CarCH 2 


Bz 


4-Cl-Pro- 


l,l-diMe-2- 












HOEt-NH- 



50 



55 
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Table 1 fr-ont- \ 



10 


Cpd 
No. 


. R 1 


R 3 


R 4 




2 








848 


3-NH^-PhoAc- 
2 


Pa T^tfTJ 


BZ 


4 


-CI 


-Pro- 


£BuNH- 


15 


849 


2-NH 0 -PhoAc- 
z 


CarCH^ 
2 


Bz 


A 

*T 


- Pi . 

V_ J- * 


- Pzro - 


tBuNH- 




850 


2,3-diNH^-PhoAc- 
2 


CarCH^ 
2 


Bz 


A 




• Pro- 


t.BuNH- 




851 


2,4-diNH--PhoAc- 

2 


CarCH^ 
2 


Bz 


4 


-PI - 




£BuNH- 




852 


4-NR_-Ph-C0- 

z 


CarCH^ 
2 


Bz 




-PI - 


• Pro - 


£BuNH- 


20 


853 


4-NH^-Bzc 

z 


CarCH 2 


Bz 




-PI - 


• Pro - 


_£.BuNH- 




854 


4 - Me^N - PhoAc - 


Pa ■*"*f"*u 

2 


BZ 


4 


-Cl- 


•Pro- 


tBuNH- 




855 


4- [Me (Bz)N] -PhoAc- 


CarCH 2 






- V- J- - 


• Pro - 


£BuNH- 


25 


856 


4 - Mor - PhoAc - 


Pa y*pw 


BZ 


4 


-Cl- 


Pro- 


£BuNH- 




857 


4- [N-Bz-Pipr] - PhoAc - 


CarCH 2 


Bz 


4 


-Pl - 


Piro - 


iBULNH- 




858 


4 - MeNH - PhoAc - 




BZ 


4 


-CI - 


Pro- 


tBuNH- 




859 


4- [ (4'Me-Bzc) -NH] - 


CarCH^ 
2 


Bz 


4 
** 


- PI - 

V — L 


Pro- 


tBuNH- 


30 




PhoAc - 
















860 


4- [tBoc-NH] - PhoAc - 


CarCH 2 


Bz 


4 


-PI - 




*- Di i ivrxr 
C_rJUJNH - 




861 


4- [tBoc-MeNl -PhoAc- 


Pa t*ptt 

2 


OZ 


4 


-CI - 


Pro- 


JtBuNH- 




862 


4- [Gly-NH] - PhoAc - 


CarCJL, 
2 


Bz 


4 


-Cl- 


Pro- 


tBliNH- 


35 


863 


4- [Gly-NMe] - PhoAc - 


CarCH 2 


Bz 


4 


-Cl- 


Pro- 


LBuNH- 




864 


4- (N-Me-Gly) NMe- 


CarCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 






PhoAc - 












40 


865 


4- [ (N-fcBoc-Gly)NMe] - 


CarCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 






PhoAc - 
















866 


4- (N-tBoc-N-Me-Gly) - 


CarCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 






NMe- PhoAc - 












45 


867 


Boc 


CarCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




868 


4- [BrAc-NMe] - PhoAc - 


CarCH 2 


Bz 


4- 


-Cl- 


Pro- 


tBuNH- 




869 


4- [ (4' -MeO-Bzc)NH] - 


CarCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 






PhoAc - 












50 


870 


N-Me-4-Pip-O-Ac- 


CarCH 2 


Bz 


4- 


•Cl- 


Pro- 


tBuNH- 



55 



'52 



v 
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s Table l <conf..i 

Cpd. R 1 R 3 R 4 2 

» NO. 



f5 



20 



25 



30 



35 



40 



45 



50 



871 


4 


-NH 2 -£HxO-Ac- 


CarCH 2 


Bz 


4 


-Cl- 


Pro - 


£BuNH- 








872 


4 


-NH 2 -PhoAc- 


CarCH 2 


Bz 


4 


-Cl- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


873 


3 


-NH 2 -PhoAc- 


GarCH 2 


Bz 


4 


-Cl- 


Pro- 


1, 1-diMe- 


2 


-HOEt 


-NH- 


874 


2 


-NH 2 -PhoAc- 


CarCH 2 


Bz 


4 


-Cl- 


Pro 


1, 1-diMe- 


2 


-HOEt 


-NH- 


875 


2 


, 3-diNH 2 - 


CarCH 2 


BZ 


4 


- Cl- 


Pro- 


1, 1-diMe- 


2 


-HOEt 


-NH- 



PhoAc - 

876 2,4-diNH 2 - 

PhoAc- 

877 4-NH 2 -Ph-C0- 

878 4-NH 2 -Bzc 

879 4-Me 2 N-PhoAc- 

880 4- [Me <Bz)N] PhoAc - 

881 4-Mor-PhoAc- 

882 4- [N-Bz-Pipr] - 

PhoAc - 

883 4-MeNH-PhoAc- 

884 4- [ (4'-Me-Bzc) 

NH] - PhoAc - 

885 4- [Bzc-NH] -PhoAc- 

886 4- [£Boc-NH] - 

PhoAc - 

887 4- [tBoc-MeN] -Pho- 

Ac- 

888 4- [Gly-NH] - PhoAc - 

889 4- [Gly-NMe] - 

PhoAc - 

890 4- [ (H-Me-Gly) - 

NMe] - PhoAc - 



CarCH„ 



CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH„ 



CarCH 2 
CarCH„ 



CarCH 2 
CarCH- 



CarCH n 



CarCH 2 
CarCH, 



CarCH^ 



Bz 4-Cl-Pro- 1,1- diMe - 2 - HOEt - NH - 



Bz 4 -CI -Pro- 
Bz 4 -CI -Pro - 
Bz 4-Cl-Pro- 
Bz 4 -CI- Pro - 
Bz 4-Cl-Pro- 
Bz 4-Cl-Pro- 

Bz 4-Cl-Pro- 
Bz 4-Cl-Pro- 

Bz 4 -CI -Pro- 
Bz 4 -CI -Pro - 



1, 1 - diMe - 2 - HOEt - NH - 
1, l-diMe-2-HOEt-NH- 
1 , 1- diMe -2 -HOEt-NH- 
1, 1 -diMe -2 -HOEt -NH- 
1, l-diMe-2-HOEt-NH- 
1, 1- diMe- 2 -HOEt -NH- 

1, 1 - diMe - 2 - HOE t - NH - 
1, 1- diMe- 2 -HOEt -NH- 

1 , 1 -diMe- 2 -HOEt -NH- 
1 , l-diMe-2 -HOEt-NH- 



Bz 4-Cl-Pro- 1,1- diMe - 2 - HOEt - NH - 



Bz 4-Cl-Pro- 
Bz 4 - CI -Pro - 



1 , 1- diMe -2 -HOEt -NH- 
1, 1 -diMe -2 -HOEt -NH- 



Bz 4-Cl-Pro- l f 1 -diMe- 2 -HOEt- NH- 



55 



53 
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TafrU 1 (conr ) 



H 1 R 3 R 4 z r5 

No. 



15 



20 



30 



35 



45 



50 



891 


4- [ (N-tBoc-Gly) - 


CarCH 2 


Bz 


4 


-Cl 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 




NMej -PhoAc- 






















892 


4- [ (N- tBoc-NMe- 


CarCH 2 


Bz 


4 


-CI 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 




Gly) NMe] -PhoAc- 






















893 


Boc 


CarCH 2 


Bz 


4 


-CI 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 


894 


4- [ (Br-Ac) NMe] - 


CarCH 2 


Bz 


4 


-CI 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 




PhoAc - 






















895 


4- [ (4' -MeO-Bzc) - 


CarCH 2 


Bz 


4 


-CI 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 




NHJ -PhQAc- 






















896 


N-Me-4-PipO-Ac- 


CarCH 2 


Bz 


4 


-CI- 


-Pro- 


1,1 


-diMe- 


-2 


-HOEt 


-NH- 




* -ttn 2 - cjixO-Ac- 


CarCH 2 


Bz 


4- 


-Cl- 


-Pro- 


1,1- 


-diMe- 


-2 


-HOEt 


-NH- 


898 


4- (Mor-Ac) NMe- 


CarCH 2 


Bz 


4- 


-Cl- 


-Pro- 


1,1- 


-diMe- 


-2 


-HOEt- 


-NH- 




PhoAc - 






















899 


4-NH 2 -PhoAc- 


CarCH 2 


Bz 


4- 


•Cl- 


Pro- 


1,1- 


•diMe- 


-2 


-HOPr- 


-NH- 


900 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


4- 


•Cl- 


•Pro- 


1,1- 


•diMe- 


•2- 


-HOPr- 


-NH- 


901 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


4- 


•Cl- 


•Pro- 


1,1- 


■diMe- 


2* 


•HOPr- 


•NH- 


902 


2 ,3-diNH 2 -Pho- 


CarCH 2 


Bz 


4- 


•Cl- 


•Pro- 


1,1- 


•diMe- 


2- 


•HOPr- 


-NH- 




Ac- 






















903 


2, 4-diNH 2 -Pho- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


■HOPr- 


NH- 




Ac - 






















904 


4-NH 2 -Ph-C0- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 


905 


4-NH 2 -Bzc- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


■NH- 


906 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 


907 


4- [Me (Bz) N] - 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 




PhoAc- 






















908 


4-Mor-PhoAc- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 


909 


4- [N-Bz-Pipr] - 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 




PhoAc- 






















910 


4-MeNH-PhoAC- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 
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Table 1 (cont.) 



Cpd. R 1 R 3 R 4 Z R 5 

No. 

10 



15 



20 



25 



30 



35 



40 



45 



911 4- [ (4' -Me-Bzc) NH] - CarCH 2 

PhoAc - 

912 4-[Bzc-NH]- CarCH 2 

PhoAc - 

913 4- [tBoc-NH] -PhoAc- CarCH 2 

914 4- [£.Boc-MeN] - CarCH 2 
PhoAc - 

915 4- [Gly-NH] -PhoAc- CarCH 2 

916 4- [Gly-NMeJ -PhoAc- CarCH 2 

917 4- [N-Me-Gly) NMe] - CarCH 2 

PhoAc - 

918 4- [ (N-^Boc-Gly) - CarCH 2 
NMe] - PhoAc - 

919 4- [ (N-tBoc-NMe- CarCH 2 

Gly) NMe] - PhoAc - 

920 Boc CarCH 2 

921 4 - { Br - Ac ) NMe - CarCH 2 

PhoAc - 

922 4- [ (4' -MeO-Bzc) - CarCH 2 

NH] -PhoAc - 

923 E-Me-4-PipO-Ac- CarCH 2 

924 4-NH 2 -cHxO-Ac- CarCH 2 

925 4- (Mor-Ac)NMe- CarCH 2 

PhoAc - 

926 2-Quin-CO- CarCH 2 

927 3-Quin-CO- CarCH 2 
92 8 4-Quin-CO- CarCH^ 



Bz 4-Cl-Pro- 1, l-diMe-2-HOPr-NH- 

Bz 4-Cl-Pro- 1, l-diMe-2-HOPr-NH- 

Bz 4 -CI -Pro- 1, l-diMe-2-HOPr-NH- 

Bz 4-Cl-Pro- 1, l-diMe-2-HOPr-NH- 

Bz 4 -CI -Pro- 1, l-diMe-2-HOPr-NH- 

Bz 4 -CI -Pro- 1, l-diMe-2-HOPr-NH- 

Bz 4-Cl-Pro- 1, l-diMe-2-HOPr-NH- 

Bz 4-Cl-Pro- l,l-diMe-2-H0Pr-NH- 

Bz 4-Cl-Pro- 1, l-diMe-2 -HOPr-NH- 



Bz 4 -CI -Pro- 
Bz 4-Cl-Pro- 



1, l-diMe-2-H0Pr-NH- 
1, l-diMe-2-H0Pr-NH- 



Bz 4-Cl-Pro- 1, l-diMe-2-HOPr-NH- 



Bz 4-Cl-Pro- 

Bz 4-Cl-Pro- 

Bz 4-Cl-Pro- 

Bz 4-Cl-Pro- 

Bz 4-Cl-Por- 

Bz 4-Cl-Pro- 



1, l-diMe-2-HOPr-NH- 
1, l-diMe-2-HOPr-NH- 
l,l-diMe-2-HOPr-NH- 

l,l-diMe-2-H0Et-NH- 
1, l-diMe-2-H0Et-NH- 
1,1- diMe - 2 - HOEt - NH- 



50 



55 



55 
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Table l LSQnfc ) 

°P d - R 1 R 3 R 4 Z 

No. 



929 2-Pyr-CO- 

930 3-Pyr-CO- 

931 4-Pyr-CO- 

932 4-MeO-2-Quin- 

C0- 

933 2-Np-CO- 

934 1-Np-CO- 

935 2-Bfur-CO- 

936 3-Bfur-CO- 

937 5-Bu-2-Pyr-C0- 

938 4-H0-2-Quin-C0- 

939 3-HO-2-Quix-CO- 

940 1-Np-Sfo- 

941 2-Np-Sfo- 

942 Boz 

943 Bz-NHCO- 

944 Bz-NHCS- 

945 2-Ind-CO- 

946 3-Ind-CO- 

947 tBoc 

948 2 -Pyrd-CO- 

949 2 -Pip -CO - 

950 2 -Thi-CO- 

951 MeOCOCO- 

952 PhoAc- 
9 53 MPhoAc- 

954 3-Bzisox-CO- 

955 2-Bzim-CO- 



CarCH- 
2 


Bz 


4 


-CI 


- Pro - 


CarCH- 
2 


Bz 


4 


-CI 


- Pro- 


CarCH- 
2 


Bz 


4 


-CI 


-Pro- 


CarCH- 


Bz 


4 


-CI 


-Pro- 


CarCH- 
2 


Bz 


4 


-CI- 


■ Pro - 


CarCH- 
2 


Bz 


4 


-CI 


-Pro- 


CarCH- 
2 


Bz 


4 


-CI- 


- Pro- 


CarCH 0 
2 


Bz 


4 


-CI- 


- Pro- 


CarCH 2 


Bz 


4 


-CI- 


Pro- 


CarCH 2 


Bz 


4 


-Cl- 


•Pro- 


CarCH 2 


Bz 


4 


-Cl- 


•Pro- 


CarCH 2 


Bz 


4 


-Cl- 


Pro- 


CarCH 2 


Bz 


4- 


-Cl- 


Pro- 


CarCH 2 


Bz 


4« 


-Cl- 


Pro- 


CarCH- 


Bz 


4 


-Cl- 


Pro- 


CarCH 2 


Bz 


4- 


■Cl- 


Pro- 


CarCH 2 


Bz 


4- 


-Cl- 


Pro- 


CarCH 2 


Bz 


4- 


-Cl- 


Pro- 


CarCH 2 


Bz 


4- 


■Cl- 


Pro- 


CarCH 2 


Bz 


4- 


•Cl- 


Pro- 


CarCH 2 


Bz 


4- 


•Cl- 


Pro- 


CarCH 2 


Bz 


4- 


-Cl- 


Pro- 


CarCH 2 


Bz 


4- 


-Cl- 


Pro- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


CarCH 2 


Bz 


4- 


•Cl- 


Pro- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 5 



1, l-diMe-2-HOEt-NH- 
l,l-diMe-2-HOEt-NH- 
l,l-diMe-2-HOEt-NH- 
1 , 1-diMe- 2 -HOEt-NH- 

1 , l-diMe-2 -HOEt-NH- 
li 1-diMe -2 -HOEt-NH- 
1, l-diMe-2-H0Et-NH- 
1, 1-diMe -2 -HOEt-NH- 
1, l-diMe-2-HOEt-NH- 
1, l-diMe-2-HOEt-NH- 
1, l-diMe-2-HOEt-NH- 
'1, 1-diMe -2 -HOEt-NH- 
1, l-diMe-2-HOEt>NH- 
lf l-diMe-2-HOEt-NH- 

1, l-diMe-2 -HOEt-NH- 

i 

1, l-diMe-2-HOEt-NH- 
1 / 1-diMe - 2 -HOEfc-NH- 
1, l-diMe-2-HOEt-NH- 
1, 1-diMe -2 -HOEt-NH- 
1 , l-diMe-2 -HOEt-NH- 
1, 1 - diMe- 2 -HOEt-NH- 
lfl-diMe^-HOEt-NH- 
1, l-diMe-2-HOEt-NH- 
1, 1 - diMe - 2 - HOE t - NH - 
1, 1-diMe- 2 -HOEt-NH- 
1, l-diMe-2-HOEt-NH- 
1,1- diMe - 2 - HOEt - NH - 
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10 



Table 1 fcont.) 



Cpd. R 1 R 3 z " R 5 

NO. 





q k a 

7 JO 


w -Me- j - xna. - LU - 


CarCH^ 


15 




O _ "Q rr 4- Vi -i r«0 
oZLlllaZ - LvJ- 


CarCH 2 






<■ ~ BZOXdZ - LU" 


CarCH^ 




959 


5 -MeO- 2 - Ind-CO- 






SOU 


d - xi w - a - ina - v-vJ - 


CarCH 2 


20 




o - acu - z - ma - l.u - 


CarCH 2 




962 


5-NH 2 AcO-2- 


CarCH^ 






Ind-CO- 






Q £ 1 


-> aZiin- LU - 


CarCH^ 


25 




U WpvJ J AC - 




Q C A 


CarCH 2 




965 


1-NpOCO- 


CarCH2 




966 


2-NpOCO- 


CarCH 2 


30 


967 


(3-PhPho)Ac- 


CarCH 2 




968 


(2-NpO)Ac- 


CarCH 2 




969 


Bzc 


CarCH 2 




970 


2-Quix-CO- 


CarCH 2 


35 


971 


2-Quin-C0- 


CarCH 2 




972 


3-Quin-CO- 


CarCH 2 




973 


4-Quin-CO- 


CarCH 2 




974 


2-Pyr-CO- 


CarCH 2 


40 


975 


3-Pyr-CO- 


CarCH 2 




976 


4-Pyr-CO- 


CarCH 2 




977 


4-MeO-2-Quin-CO- 


CarCH 2 


45 


978 


2-Np-CO- 


CarCH 2 


979 


1-Np-CO- 


CarCH 2 




980 


2-Bfur-CO- 


CarCH 2 




981 


3-Bfur-CO- 


CarCH 2 


50 


982 


5-Bu-2-Pyr-CO- 


' CarCH 2 



Bz 


4 


-Cl- 


pro - 


1. 


l 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


l 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl - 


Pro- 


1. 


l 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


li 


l 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1. 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


l, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-CI- 


Pro- 


1, 


l 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


l, 


l 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


l 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


l, 


l 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Cl- 


Pro- 


l, 


l 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


if 


l 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


i 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


1 


-d±Me- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Prb- 


l, 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


I* 


l 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


-Cl- 


Pro- 


1. 


l 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4 


- Ci- 


Pro- 


i, 


l 


-diMe- 


2 


-HOPr 


-NH- 
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Table 1 (r 9 nt- , ) 

Cpd. R 1 R 3 z 

No. 



15 



20 



25 



30 



35 



40 



45 



50 



983 


4 -HO-2 -Quin-CO- 


CarCH 2 


Bz 


4 


-Cl 


-Pro- 


lyl 


-diMe 


-2 


-HOPr-NH- 


Q O A 

9 84 


3 -H0-2 - Qu:lJx:-CO- 


CarCH 2 


Bz 


4 


-CI 


- Pro- 


1,1 


-diMe 


-2 


-HOPr-NH- 


985 


l -Np-Sf o- 


CarCH 2 


Bz 


4 


-CI 


-Pro- 


1,1 


-diMe 


-2 


-HOPr-NH- 


r\ ci /~ 
986 


2-Np-Sf o- 


CarCH 2 


Bz 


4 


-CI 


- Pro- 


1,1 


-diMe 


-2 


-HOPr-NH- 


9 87 


fioz 


CarCH 2 


Bz 


4 


-CI 


- Pro- 


1,1 


-diMe 


-2 


-HOPr-NH- 


Q O O 

988 


Bz-NHCO- 


CarCH 2 


Bz 


4 


-CI 


-Pro- 


1,1 


-diMe 


-2 


-HOPr-NH- 


ft ft r\ 

989 


Bz-NHCS - 


CarCH 2 


Bz 


4 


-CI 


-Pro- 


1,1 


-diMe 


-2 


-HOPr-NH- 


990 


2-Ind-CO- 


CarCH 2 


Bz 


4 


-CI 


-Pro- 


1,1 


-diMe 


-2 


-HOPr-NH- 


991 


3 - Ind-CO- 


CarCH 2 


Bz 


4- 


-CI 


-Pro- 


1,1 


-diMe 


-2 


-HOPr-NH- 


992 




CarCH 2 


Bz 


4- 


-CI 


-Pro- 


1,1 


-diMe- 


-2 


-HOPr-NH- 


993 


2-Pyrd-CO- 


CarCH 2 


Bz 


4- 


-CI- 


-Pro- 


1,1 


-diMe- 


-2 


-HOPr-NH- 


994 


2-Pip-CO- 


CarCH 2 


Bz 


4- 


•CI- 


•Pro- 


1,1- 


-diMe- 


2 


-HOPr-NH- 


995 


2-Thi-CO- 


CarCH 2 


Bz 


4- 


•Cl- 


•Pro- 


1,1- 


-diMe- 


-2 


-HOPr-NH- 


996 


MecCO- 


CarCH 2 


Bz 


4- 


•Cl- 


•Pro- 




-diMe- 


-2- 


•HOPr-NH- 


997 


PhoAc - 


CarCH 2 


Bz 


4-C1- 


•Pro- 


1,1- 


•diMe- 


2- 


-HOPr-NH- 


998< 


MPhoAc- 


CarCH 2 


Bz 


4- 


CI- 


Pro- 


1,1- 


-diMe- 


2- 


-HOPr-NH- 


999 


3 -Bzisox-CO- 


CarCH 2 


BZ 


4- 


Cl- 


Pro- 


1,1- 


•diMe- 


2- 


-HOPr-NH- 


1000 


2-Bzim-CO- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1.1- 


•diMe- 


2- 


-HOPr-NH- 


1001 


N-Me-3-Ind-C0- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


•diMe- 


2- 


■HOPr-NH- 


1002 


2-Bzthiaz-CO- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1.1- 


diMe- 


2 


HOPr-NH- 


1003 


2-Bzoxaz-CO- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1.1- 


diMte- 


2- 


HOPr-NH- 


1004 


5-MeO-2-Ind-CO- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


HOPr-NH- 


1005 


5-HO-2-Ind-CO- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1.1- 


diMe- 


2- 


HOPr-NH- 


1006 


5-AcO-2-Ind-CO- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


HOPr-NH- 


1007 


5-NH 2 AcO-2- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1.1- 


diMe- 


2- 


HOPr-NH- 




Ind-CO- 


















1008 


5-Bzim-CO- 


CarCH 2 


Bz 


4- 


Cl- 


Pro- 


1.1- 


diMe- 


2- 


HOPr-NH- 


1009 


(2-NpO)Ac- 


CarCI^ 


Bz 


4- 


Cl- 


Pro- 


1,1- 


diMe- 


2- 


HOP % r-NH- 



55 



58 



5 
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Talple X (cqnt.) 



Cpd. R 1 R 3 r 4 2 ~ R 5 

10 NO. 



15 


1010 


(1-NpO) Ac- 


Ca arCH2 


Bz 


** - - fJTO- 


1,1- diMe - 


2 - 












HOPr-NH- 






1011 


1-NpOCO- 


CarCH~ 
2 


Bz 




1, 1-diMe- 
HOPr-NH- 


2 - 


20 


1012 


2-NpOCO- 


CarCH 2 


Bz 


4-Cl-Pro- 


1, 1-diMe- 


2- 












JrlUFr - Wn - 






1013 


(3 -PhPho) 
AC- 


CarCH^ 


132 


4 - v^X - F2TO- 


1,1- diMe - 

HOPr-NH- 


2- 


25 


1014 


BZC 


CarCH^ 




** - UJ. - tTO- 


£BuNH- 






1015 


2-Quix-CO- 


CarCH- 

2 


4-Br-Bz 


4-Cl-Pro- 


tBuNH- 






1016 


BZC 


CarCH 2 


4-MeOBz 


4 -CI -Pro - 


tBuNH- 






1017 


2-Quix-CO- 


CarCH 2 


4-MeOBz 


4-Cl-Pro- 


£BuNH- 




30 


1018 


Bzc 


CarCH 2 


4-Me-Bz 


4-Cl-Pro- 


t,BuNH- 






1019 


2-Quix-CO- 


CarCH 2 


4-Me-Bz 


4-Cl-Pro- , 


tBuNH- 






1020 


Bzc 


CarCH 2 


cHxCH 2 


4-Cl-Pro- 


£BuNH- 




35 


1021 


2 -Quix-CO- 


CarCH 2 


fiHxCH 2 


4-Cl-Pro- 


£BuNH- 




1022 


Bzc 


CarCH 2 


Bz 


3-Br-2-Azet-C0- 


t3uNH- 






1023 


Bzc 


CarCH 2 


Bz 


4-tBuO-Pro- 


tBuO- 






1024 


Bzc 


MeSOCH 2 


Bz 


4-Cl-Pro- 


£BuNH- 




40 


1025 


Bzc 


MeS0 2 CH 2 


Bz 


4-Cl-Pro- 


tBuNH- 






1026 


Bzc 


MeOCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 






1027 


Bzc 


Mec- 
CH 2 CH 2 


Bz 


4 -CI- Pro - 


tBuNH- 




45 


1028 


Bzc 


MecCH 2 


Bz 


4 -CI -Pro - 


£JBuNH- 






1029 


2-Quix-CO- 


MeSOCH 2 


Bz 


4 -CI -Pro - 


£BuNH- 






1030 


2-Quix-CO- 


MeS0 2 CH 2 


Bz 


4 -CI -Pro - 


I^BuNH- 




5G 


1031 


2 -Quix- CO- 


MeOCH 2 


Bz 


4 -CI -Pro - 


£BuNH- 





55 
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Table 1 front ) 

5 . 

°P d - Rl R 3 ~" ~ R 4 z R 5 

No. 





1032 


2-Quix-CO 


Mec- 

CH^CJL, 
2 2 


D 7 


^ -ex - Pro - 


tBuNH- 


f5 


1033 


2-Quix-CO- 


MecCH^ 
2 




4 -ex - Pro - 


tBuNH- 




1034 


2-Quin-CO- 


MeSOCH^ 
2 


OZ 


4 -CI -Pro - 


tBuNH- 




1035 


2-Quin-CO- 


MeSO^CH 


n 7 


4 -CI - Pro- 


tBuNH- 


20 


1036 


2-Quin-CO- 


MeOCH« - 
2 




4 -CI - Pro- 


£BuNH- 


1037 


2-Quin-CO 


Mec - 


aZ 


4 -CI -Pro- 


tBuNH- 








CH 2 CH 2 

MecCILs 
2 










1038 


2-Quin-CO- 


n 7 


4 - ci - Pro- 


tBuNH- 




1039 


3-Quin-CO- 


MeSOCH 2 


n 7 
o z. 


4 - CI - Pro- 


tBuNH- 




1040 


3-Quin-CO-^ 


MeSO^CH 
2 2 




4 - CI - Pro- 


tBuNH- 




1041 


3-Quin-CO- 


MeOCH^ 


oZ 


4 - CI - Pro- 


£BuNH- 


30 


1042 


3-Quin-CO 


2 2 


Bz 




tBuNH- 


1043 


3-Quin-CO- 


MecCH 2 


Bz 


4-Cl-Pro- 


£BuNH- 




1044 


2-Bfur-CO- 


MeSOCH 2 


Bz 


4 -CI -Pro - 


tBuNH- 


\ 


1045 


2-Bfur-CO- 


MeS0 2 CH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


35 


1046 


2-Bfur-CO- 


MeOCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




1047 


2-Bfur-CO 


MecCH 2 CH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




1048 


2-Bfur-CO- 


MecCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




1049 


3-Bfur-CO- 


MeSOCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


40 


1050 


3-Bfur-CO- 


MeS0 2 CH 2 


Bz 


4-Cl-Pro- 


£BUNH- 




1051 


3-Bfur-CO- 


MeOCH 2 


Bz 


4-Cl-Pro- 


t,BuNH- 




1052 


3-Bfur-CO- 


MecCH 2 CH 2 


Bz 


4 -CI- Pro- 


£BuNH- 


45 


1053 


3-Bfur-CO- 


MecCH 2 


Bz 


4 -CI- Pro- 


tBuNH- 




1054 


3 -Ind- CD- 


MeSOCH 2 


Bz 


4 -CI- Pro - 


£BuNH- 




1055 


S' Ind-CO- 


MeS0 2 CH 2 


Bz 


4-Cl-Pro- 


tBuNH- 




1056 


3 -Ind- CD- 


MeOCH 2 


Bz 


4-Cl-Pro- 


tBuNH- 


50 


1057 


S' Ind-CO- 


MecCH 2 CH 2 


Bz 


4-Cl-Pro- 


tBuJSTH- 



55 * 



60 



EP0 587 311 A1 



5 






Table 1 


fconfc 












Cpd . 


D l 
R 


-3 
R 


A 

R 




Z 




R 


10 


No . 


















1058 


3 - Ind-CO- 


MecCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




1059 


MPhOAc- 


MeSOCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 


15 


1060 


MPhOAc- 


MeS0 2 CH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




1061 


MPhOAc- 


MeOCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




1062 


MPhOAc - 


MecCH 2 CH 2 


Bz 


4 


-Cl- 


Pro- 


JtBuNH- 


20 


1063 


MPhOAc- 


MecCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




1064 


5-NH 2 -Ac- 


MeSOCH 2 


Bz 


4 


-CI- 


Pro- 


tBuNH- 






O-2-Ind-CO- 












25 


1065 


5-NH 2 -Ac- 


MeS0 2 CH 2 


Bz 


4 


-Cl- 


Pro- 


£J3uNH- 




O-2-Ind-CO- 
















1066 


5-NH 2 -Ac- 


MeOCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 






0-2 - Ind-CO- 














30 


1067 


5-NH 2 -Ac- 


MecCH 2 CH 2 


Bz 


4 


-CI- 


Pro- 


£BuNH- 






O-2-Ind-CO- 
















1068 


5-NH 2 -Ac- 


MecCH 2 


Bz 


4 


-CI- 


Pro- 


£BuNH- 






O-2-Ind-CO- 














35 


1069 


4-NH 2 -PhoAc- 


MeSOCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




1070 


4-NH 2 -PhoAc- 


MeS6 2 CH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




1 fl71 

X VJ / JL 


** ^2 rioAC ~ 


MeOCH 2 


Bz 


4 


-CI- 


Pro- 


tBuNH- 


40 


1072 


4-NH 2 -PhoAc- 


MecCH 2 CH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




1073 


4-NH 2 -PhoAc- 


MecCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




1074 


4- [BzcNH] -PhoAc- 


MeSOCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 




1075 


4- [BzcNH] -PhoAC- 


MeS0 2 CH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 


45 


1076 


4- [BzcNH] -PhoAc- 


MeOCH 2 


Bz 


4 


-Cl- 


Pro- 


£BuNH- 




1077 


4- [BzcNH] -PhoAc- 


MecCH 2 CH 2 


Bz 


4 


-Cl- 


Pro- 


JLBuNH- 




1078 


4- [BzcNH] -PhoAc- 


MecCH 2 


BZ 


4 


-Cl- 


Pro- 


tBuNH- 


50 


1079 


4- [MorAc-NMe] - 


MeSOCH 2 


Bz 


4 


-Cl- 


Pro- 


tBuNH- 



Pho-Ac- 
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No. 



f5 



20 



25 



30 



35 



40 



45 



50 



55 



1080 4- [MorAc-NMe] - 
Pho-Ac- 

1081 4- [MorAc-NMe] - 
Pho-Ac- 

1082 4- [MorAc-NMe] - 
Pho-Ac- 

1083 4- [MorAc-NMe] - 
Pho-Ac- 

1084 4-MeO-Bzc 

1085 4-MeO-Bzc 

1086 Bzc 

1087 2-Quix-CO- 

1088 2-Quin-CO- 

1089 3-Quin-CO- 

1090 4-Quin-CO- 

1091 2-Pyr-CO- 

1092 3-Pyr-CO- 

1093 4-Pyr-CO- 

1094 4-MeO-2-Quin-CO- 

1095 2-Np-CO- 

1096 1-Np-CO- 

1097 2-Bfur-CO- 

1098 3-Bfur-CO- 

1099 5-Bu-2 -Pyr-CO- 

1100 4-HO-2-Quin-CO- 

1101 3-HO-2-Quix-CO- 

1102 1-Np-Sfo- 

1103 2-Np-Sfo- 



MeS0 2 CH 2 


Bz 


4 


-CI 


-Pro- 


£BuNH- 


MeOCH 2 


Bz 


4 


-CI 


-Pro- 


tBuNH- 


MecCH 2 CH 2 


Bz 


4 


-CI 


-Pro- 


tBuNH- 


MecCH 2 


Bz 


4 


-CI 


- Pro- 


£BuNH- 


CarCH 2 


Bz 


4 


-CI 


- Pro- 


JtBuNH- 


CarCH 2 


Bz 


4 


-CI 


-Pro- 


£BuNH- 


CarCH 2 


Bz 


4 


-Br- 


-Pro 


tBuNH- 


CarCH 2 


Bz 


4 


-Br- 


-Pro 


tBuNH- 


CarCH 2 


Bz 


4 


•Br- 


•Pro 


tBuNH- 


CarCH 2 


Bz 


4 


-Br- 


•Pro 


. tzBuNH- 


CarCH 2 


Bz 


4- 


-Br- 


•Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


■Br- 


•Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


•Br- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


-Br- 


Pro 


£BuNH- 


CarCH 2 


Bz 


4- 


■Br- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


•Br- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


•Br- 


Pro 


£BuNH- 


CarCH 2 


Bz 


4- 


•Br- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


Br- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


Br- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


Br- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


Br- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


Br- 


Pro 


iLBuNH- 


CarCH 2 


B'z 


4- 


Br- 


Pro 


tBuNH- 








\ 


1 i 
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5 








(cont 








Cpd. 


R 1 


R 3 


R 4 


Z 


R 5 




No. 












10 
















1104 


Boz 


CarCH 2 


Bz 


4 -Br- Pro 


tBuNH- 


15 


1105 


Bz-NHCO- 


CarCH 2 


Bz 


4 -Br- Pro 


£BuNH- 


1106 


Bz-NHCS- 


CarCH 2 


Bz 


4-Br-Pro 


tBuNH- 




1107 


2-Ind-CO- 


CarCH 2 


Bz 


4-Br-Pro 


tBuNH- 




1108 


3-Ind-CO- 


CarCH 2 


Bz 


4 -Br- Pro 


JtBuNH- 


20 


1109 


tBoc 


CarCH 2 


Bz 


4-Br-Pro 


£BuNH- 




1110 


2-Pyrd-CO- 


CarCH 2 


Bz 


4-Br-Pro 


£BuNH- 




1111 


2-Pip-CO- 


CarCH 2 


Bz 


4-Br-Pro 


tBuNH- 




1112 


2-Thi-CO- 


CarCH 2 


Bz 


4-Br-Pro 


£BuNH- 


25 


1113 


MecCO- 


CarCH 2 


Bz 


4-Br-Pro 


tBuNH- 




1114 


Bzc 


Me 2 NCH 2 


Bz 


4-Br-Pro 


tBuNH- 




1115 


Bzc 


2-Car-Et 


Bz 


4-Br-Pro 


£BuNH- 


30 


1116 


Bzc 


CNCH 2 


Bz 


4-Br-Pro 


tBuNH- 




1117 


Bzc 


jJPr 


Bz 


4-Br-Pro- 


tBuNH- 




1118 


Bzc 


tBu 


Bz 


4 -Br- Pro- 


tBuNH- 




1119 


Bzc 


diMe-Car-CH 2 


Bz 


4-Br-Pro- 


£BuNH- 


35 


1120 


Bzc 


MorC0CH 2 


Bz 


4-Br-Pro- 


tBuNH- 




1121 


Bzc 


PipCOCH 2 


Bz 


4-Br-Pro- 


£BuNH- 




1122 


Bzc 


2-NH 2 -Et 


Bz 


4 -Br-Pro- 


tBuNH- 


40 


1123 


Bzc 


3-NH 2 -Pr 


Bz 


4-Br-Pro- 


tBuNH- 




1124 


BZC 


MeCarCH 2 


Bz 


4-Br-Pro- 


tBuNH- 




1125 


Bzc 


EtCarCH 2 


Bz 


4-Br-Pro- 


£BuNH- 




1126 


Bzc 


H 


Bz 


4-Br-Pro- 


tBuNH- 


45 


1127 


Bzc 


HOCH 2 


Bz 


4 -Br- Pro- 


tBuNH- 




1128 


Bzc 


4-ThizCH 2 


Bz 


4-Br-Pro- 


£BuNH- 




1129 


Bzc 


4-ImidCH 2 


Bz 


4-Br-Pro- 


tBuNH- 


50 


1130 


Bzc 


COOH-CH 2 


Bz 


4-Br-Pro- 


£BuNH- 


1131 


Bzc 


* 2-COOH-Et 


Bz 


4-Br-Pro- 


tBuNH- 
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Table 1 (conh.) 



5 





Cpd. 
No. 


R 1 


R 3 


R 4 




Z 




R 5 


10 


1132 


Bzc 


MeSCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1133 


Bzc 


SamCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


15 


1134 


Bzc 


Bz 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1135 


Bzc 


SimCH 2 


BZ 


4 


-Br- 


Pro- 


tBuNH- 




1136 


Bzc 


HiaCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


20 


1137 


Bzc 


2-Sim-Et 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


1138 


Bzc 


2-Hia-Et 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1139 


Bzc 


NH 2 CH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1140 


Bzc 


MeNHCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


25 


1141 


2-Quix-CO- 


2-Car-Et 


Bz 


4 


-Br- 


Pro- 


LBuNH- 




1142 


2-Quix-CO- 


CNCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1143 


2-Quix-CO- 


iPr 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


ou 


1144 


2-Quix-CO- 


tBu 


* Bz 


4 


-Br- 


Pro- 


tBuNH- 


1145 


2-Quix-CO- 


diMeCar-CH 2 


. Bz 


4 


-Br- 


Pro- 


tBuNH- 




1146 


2-Quix-CO- 


MorCOCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1147 


2-Quix-CO- 


PipCOCH 2 ( 


Bz 


4 


-Br- 


Pro- 


£BuNH- 


35 


1148 


2-Quix-CO- 


2-NH 2 -Et 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1149 


2-Quix-CO- 


3-NH 2 -Pr 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1150 


2-Quix-CO- 


MeCarCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


40 


1151 


2-Quix-CO 


EtCar-CH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


1152 


2-Quix-CO- 


H ■ 


Bz 


4 


-Br- 


Pro- 


t^BuNH- 




1153 


2-Quix-CO- 


HOCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1154 


2-Quix-CO- 


4-ThizCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


45 


1155 


2-Quix-CO- 


4-ImidCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1156 


2-Quix-CO- 


COOH-CH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1157 


2-Quix-CO- 


2-COOH-Et 


Bz 


4 


-Br- 


Pro- 


£BuNH- 


50 


1158 


2 -Quix-CO- 


MeSCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


1159 


2 -Quix-CO- 


SamCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 



• f 
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Table 1 (coqt:.) 



10 



Cpd. R J 
No. 





1160 


2-Quix-CO- 


Bz 


Bz 


4 - Br- Pro- 


£BuNH- 


15 


1161 


2-Quix-CO- 


SimCH- 
2 


Bz 


4 - Br- Pro- 


£BuNH- 




1162 


2-Quix-CO- 


HiaCH n 
2 


Bz 


4 -Br- Pro- 


£BuNH- 




1163 


2-Quix-CO- 


2-Sim-Et 


Bz 


4 -Br-Pro- 


_£BuNH- 




1164 


2-Quix-CO- 


2-Hia-Et 


Bz 


4-Br-Pro- 


tBuNH- 


20 


1165 


2-Quix-CO- 


2 2 


Bz 


4 - Br- Pro- 


tBuNH- 




1166 


2-Quix-CO- 


MeNHCH^ 
2 


Bz 


4 - Br- Pro- 


£BuNH- 




1167 


2-Quix-CO- 


2 2 


Bz 


4 -Br- Pro- 


tBuNH- 


25 


1168 


3-Quin-CO- 


CarCH 0 
2 


Bz 


4 - Br- Pro- 


£BuNH- 




1169 


4-Quin-CO- 


CarCH- 
2 


Bz 


4-Br-Pro- 


tBuNH- 




1170 


2-Pyr-CO- 


CarCHL 
2 


Bz 


4 -Br- Pro- 


tBuNH- 




1171 


3-Pyr-CO- 


CarCH 2 


Bz 


4 -Br- Pro - 


tBuNH- 


30 


1172 


4-Pyr-CO- 


CarCH 2 


Bz 


4 -Br- Pro- 


£BuNH- 




1173 


4-MeO-2-Quin-CO- 


CarCH 2 


Bz 


4-Br-Pro- 


tBuNH- 




1174 


2-Np-CO- 


CarCH 2 


Bz 


4-Br-Pro- 


tBuNH- 


35 


1175 


1-Np-CO- 


CarCH 2 


Bz 


4 -Br -Pro - 


tBuNH- 


1176 


2-Bfur-CO- 


CarCH 2 


Bz 


4 -Br -Pro - 


tBuNH- 




1177 


3-Bfur-CO- 


CarCH 2 


Bz 


4-Br-Pro- 


£BuNH- 




1178 


5-Bu-2-Pyr-C0- 


CarCH 2 


Bz 


4-Br-Pro- 


£BuNH- 


40 


1179 


4-0H-2-Quin-C0- 


CarCH 2 


Bz 


4-Br-Pro- 


tBuNH- 




1180 


3-0H-2-Quix-CO- - 


CarCH 2 


Bz 


4-Br-Pro- 


tBuNH- 




1181 


1-Np-Sfo- 


CarCH 2 


Bz 


4 -Br- Pro- 


tBuNH- 


45 


1182 


2-Np-SfO- 


CarCH 2 


Bz 


4 -Br- Pro - 


tBuNH- 


1183 


Boz 


CarCH 2 


Bz 


4-Br-Pro- 


tBuNH- 




1184 


Bz-NHCO- 


CarCH 2 


Bz 


4 -Br -Pro - 


tBuNH- 




1185 


Bz-NHCS- 


CarCH 2 


Bz 


4-Br-Pro- 


tBuNH- 


50 


1186 


3-Ind-CO- 


CarCH 2 


Bz 


4-Br-Pro- 


tBuNH- 




1187 


2-Pyrd-CO- 


CarCH 2 


Bz 


4-Br-Pro- 


£BuNH- 
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Table 1 (com;,) 



Cpd. R 1 r 3 R 4 Z R 5 

No. 

10 



1188 2-Pip-CO- CarCH 2 

15 1189 2-Thi-CO- CarCH 2 

1190 MecCO- CarCH 2 

1191 PhoAc- CarCH 2 

1192 3-Bzisox-CO- CarCH 2 
2Q 1193 2-Bzim-CO- CarCH 2 

1194 M-Me-3-Ind-C0- CarCH 2 

1195 2-Bzthiaz-CO- CarCH 2 

1196 2-Bzoxaz-C0- CarCH 2 
25 1197 5-MeO-2-Ind-CO- CarCH 2 

1198 5-HO-2-Ind-CO- CarCH 2 

1199 5-AcO-2-Ind-CO- CarCH 2 

1200 5-NH_AcO-2- CarCH^ 
30 Ind-CO- 

1201 5-Bzim-CO- CarCH 2 

1202 ( 2 - NpO ) Ac - CarCH 2 

1203 (l-NpO)Ac- Ca!rCH 2 
35 1204 1-NpOCO- CaxCH 2 

1205 2~NpOCO- CarCH 2 

1206 (3-PhPho)Ac- CarCH 2 

1207 2-Quix-CO- CarCH 2 
40 1208 2-Quix-CO- CarCH 2 

12 09 2-Quix-CO- CarCH 2 

1210 2-Quix-CO- CarCH 2 

1211 Bzc CarCH 2 
45 1212 Bzc CarCH 2 

1213 Bzc CarCH 2 

1214 Bzc CarCH- 



50 



55 



Bz 


4 -Br* - Pro - 


£BuNH- 


Bz 


4 - Br- Pro- 


.tBuNH- 


Bz 


4- Br- Pro - 


£BuNH- 


Bz 


4 -Br- Pro - 


f "RiiMTT- 
L--Ptj.iMrl — 


Bz 


4 - Br - Pro - 


.£BuNH- 


Bz 


4 - Br - Pro - 


£BuNH- 


Bz 


4 - Br - Pro - 


fcBuNH- 


Bz 


4 - Br - Pro - 




Bz 


4 - Br - Pro - 


tBuNH- 


Bz 


4 — Br - Pro — 


CoUWH- 


Bz 


4-Br-Pro- 


tBuNH- 


Bz 


4-Br-Pro- 


tBuNH- 


Bz 


4-Br-Pro- 


tBuNH- 


Bz 


4-Br-Pro- 


£BuNH- 


Bz 


4-Br-Pro- 


tBuNH- 


Bz 


4 -Br- Pro - 


£BuNH- 


Bz 


4-Br-Pro- 


tBuNH- 


Bz 


4 -Br- Pro - 


£BuNH- 


Bz 


4 - Br - Pro - 


t BUNK- 


Bz 


4-Br-Pro- 


S' HOPr-NH- 


Bz 


4 -Br -Pro- 


BuNH- 


Bz 


4-Br-Pro- 


£BuO- 


BZ 


4-Br-Pro- 


1, l-diMe-2-H0Et-NH- 


Bz 


4-Br-Pro- 


3-HOPr-NH- 


Bz 


4-Br-Pro- 


BuNH- 


Bz 


4-Br-Pro- 


£BuO- 


Bz 


4-Br-Pro- 


1, l-diMe-2-HOEt-NH- 
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Table 1 (cont.) 





Cpd. 


1 
R x 


R 


A 

R 




Z 




R 5 


10 


No. 
















15 


1215 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


1216 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1217 


2,3-diNH 2 - 
PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 


20 


1218 


2,4-diNH 2 - 
PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BUNH- 




1219 


4-NH 2 -Ph-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1220 


4-NH 2 -Bzc 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 


25 


1221 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1222 


4- [Me (Bz ) N] -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1223 


4-Mor-PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 


30 


1224 


4- [N-Bz-Pipr] - 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




PhoAc- 
















1225 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1226 


4- [ (4'Me-Bzc) - 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


35 




NH] -Pho-Ac- 
















1227 


4- [£Boc-NH] -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1228 


4- [tBoc-MeN] - 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 


40 




PhoAc - 












1229 


4- [Gly-NH] -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1230 


4- [Gly-NMe] -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1231 


4- [E-Me-Gly)NMe] - 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 


45 




PhoAc- 
















1232 


4- [ (N-tBoc-Gly) - 
NMe] -PhoAC- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1233 


4- [ (H-£Boc-NMe- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


50 




Gly) NMe] -PhoAc- 
















1234 


4- [ (N-Me-Gly ) NMe] - 
PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 



55 



67 



EP0 587 311 A1 



Table 1 LSQBiLj 



Cpd. 
No . 




„3 
R 


R 






Z 


R 








1235 


** \ or - ac ; JNrae - 


CarCH 2 


Bz 


4 


-Br- 


-Pro- 


£Bu*lH- 










PhoAc - 






















A _ t f a r iurAr\ ia n - \ 
I -MeU-oZC) - 


CarCH 2 


Bz 


4 


-Br- 


-Pro- 


tBuNH- 










Eitij - PflQAC - 




















1237 


N-Me-4-PipO-Ac- 


CarCH 2 


Bz 


4 


-Br- 


•Pro- 


tBuNH- 










^ - WJti 2 SiiXO - AC - 


CarCH 2 


Bz 


4 


-Br- 


•Pro- 


tBuNH- 








J? 


4 - wh^ - PnoAc - 


CarCH 2 


Bz 


4 


-Br- 


■Pro- 


1,1-diMe- 


-2 


-HOEt 


-NH- 


1240 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


•Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


1241 


^5 ""2 *^"OAC - 


CarCH 2 


Bz 


4 


-Br- 


•Pro- 


l f 1-diMe- 


■2 


-HOEt 


-NH- 




^ / j - ciiNH^ - PnoAc - 


CarCH 2 


Bz 


4 


-Br- 


•Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


T OA; 


^ , 4 - aiNH^ - PnoAc - 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1-diMe- 


■2 


-HOEt 


-NH- 


-L ^5 *±*± 


A — KTtT OV» /T\ 

** - ~ t-O - 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


l^T J 




CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


-LZffcO 


4 - Me 2 N- PnoAc - 


CarCH 2 


, Bz 


4 


-Br- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


1247 


4- [Me (Bz) N] - 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


1248 


4-Mor-PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1, l-diMe- 


2 


-HOEt 


-NH- 


1249 


4- [N-Bz-PiprJ - 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


lil-diMe- 


2 -HOEt 


-NH- 




PhoAc- 




















1250 


4- [MeNH] -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


ljl-diMe- 


2 


-HOEt 


-NH- 


1251 


4- [ (4'Me-Bzc) - 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1-diMe- 


2 


-HOEt-NH- 




NH] -PhoAc- 




















1252 


4- [BzcNH] -PhoAc- 


CarCH 2 


Bz 


4- 


-Br- 


Pro- 


1,1-diMe- 


2 


-HOEt- 


-NH- 


1253 


4- [£Boc-NH] -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1-diMe- 


2 


-HOEt-NH- 


1254 


4- [tBoc-MeN] -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


1255 


4- [Gly-NH] -PhoAc- 


CarCH 2 


Bz 


4- 


-Br- 


Pro-, 


1,1-diMe- 


2 


-HOEt- 


-NH- 


1256 


4- [Gly-NMe] -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1-diMe- 


2 


-HOEt- 


-NH- 


1257 


4- [ (N-Me-Gly) NMe] - 


CarCH 2 


Bz 


4- 


-Br- 


Pro- 


1,1-diMe- 


2 


-HOEt- 


-NH- 




PhoAc- 





















i 




t 
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5 

Table l fgQnfc.) 

10 Cpd. R 1 r 3 r 4 z R 5 

No. 



15 



20 



25 



30 



35 



40 



45 



1258 

1259 

1260 
1261 

1262 

1263 
1264 
1265 

1266 
1267 
1268 
1269 



4- [ <N-£Boc-Gly) 

NMe] - PhoAc - 

4- [ (N-£Boc-N-Me- 

Gly) -NMe] - PhoAc - 

Boc 

4- [BrAc-NMe] - 
PhoAc - 

4- [ (4' -MeO-Bzc) 
NH] - PhoAc - 
N-Me-4 - PipO- Ac- 
4-NH 2 -cHxO-Ac- 
4- (Mor - Ac ) NMe - 
PhoAc - 

4-NH 2 -PhoAc- 
3-NH 2 -PhoAc- 
2-NH 2 -PhoAc- 
2 # 3-<iiNH 2 - 
PhoAc - 



1270 2,4-diNH 2 - 
PhoAc - 

1271 4-NH 2 -Ph-C0- 

1272 4-NH 2 -Bzc 

1273 4-Me 2 N-PhoAc- 

1274 4- [Me (Bz)N] - 

PhoAc - 
12 75 4 -Mor- PhoAc - 

1276 4- [N-Bz-Pipr] • 
PhoAc - 

1277 4-MeNH-PhoAc- 



CarCH„ 



CarCH. 



CarCH 2 
CarCH„ 



CarCH„ 



CarCH 2 
CarCH 2 
CarCHL 



CarCH 2 
CarCH 2 
CarCH^ 
CarCH. 



CarCH„ 



CarCH 2 
CarCH 2 
CarCH 2 
CarCH, 



CarCH„ 

2 

CarCH. 



CarCH„ 



Bz 4-Br-Pro- 

Bz 4-Br-Pro- 

Bz 4 -Br -Pro - 
Bz 4 -Br -Pro - 



1, l-diMe-2-HOEt-NH- 
1 , 1 -diMe- 2 - HOEt - NH- 
lfl-diMe^-HOEt-NH- 
lfl-diMe^-HOEt-NH- 



Bz 4-Br-Pro- 1 , 1-diMe- 2 - HOEt-NH- 



Bz 4-Br-Pro- 
Bz 4-Br-Pro- 
Bz 4-Br-Pro- 

Bz 4 -Br -Pro - 
Bz 4 -Br -Pro - 
Bz 4 -Br -Pro - 
Bz 4-Br-Pro- 



1, l-diMe-2-HOEt-NH- 
1,1- diMe - 2 - HOEt - NH 
1,1- diMe - 2 - HOEt - NH 

1, l-diMe-2-HOPr-NH- 
1, l-diMe-2-HOPr-NH- 
1, l-diMe-2-HOPr-NH- 
l,l-diMe-2-HOPr-NH- 



Bz 4-Br-Pro- 1 , l-diMe-2 -HOPr-NH- 



Bz 4 -Br- Pro- 
Bz 4-Br-Pro- 
Bz 4 -Br- Pro - 
Bz 4 -Br- Pro - 

Bz 4 - Br- Pro - 
Bz 4 -Br -Pro - 



1, l-diMe-2-HOPr-NH- 
1, l-diMe-2-HOPr-NH- 
l,l-diMe-2-HOPr-NH- 
1, l-diMe-2-HOPr-NH- 

1, l-diMe-2-HOPr-NH- 
l,l-diMe-2-HOPr-NH- 



Bz 4-Br-Pro- 1 , l-diMe-2 -HOPr-NH- 
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Table l (entire 

No. 



1278 4- [(4'Me-Bzc) - 
NH] -PhoAc- 

1279 4- [BzcNH] -PhoAc- 

1280 4- [£Boc-NH] - 
PhoAc - 

1281 4- [tBoc-MeN] - 
PhoAc - 

1282 4- [Gly-NH] -PhoAc 

1283 4- [Gly-NMe] - 
PhoAc - 

1284 4- [N-Me-Gly) NMe] 
PhoAc - 

1285 4- [ (N-tBoc-Gly) - 
NMe] -Pho-Ac- 

1286 4- [ (N-£Boc-NMe- 
Gly) NMe] - PhoAc - 

1287 Boc 

1288 4- [ (BrAc) NMe] - 
PhoAc - 

1289 4- [ (4' -MeO-Bzc) - 
NH] - PhoAc - 

1290 N-Me-4-PipO-Ac- 

1291 4-NH 2 -cHxO-Ac- 

1292 4 - [ (MorAc) NMe] - 
PhoAc - 

1293 2-Quin-CO- 

1294 3-Quin-CO- 

1295 4-Quin-CO- 
t 



CarCH 2 Bz 4-Br-Pro- 1 , 1 -diMe - 2 - HOPr-NH- 

CarCH 2 Bz 4-Br-Pro- 1,1- diMe - 2 - HOPr - NH - 

CarCH 2 Bz 4-Br-Pro- 1 , l-diMe-2 -HOPr-NH- 

CarCH 2 Bz 4-Br-Pro- 1 , 1-diMe -2 - HOPr-NH- 

- CarCH 2 Bz 4-Br-Pro- 1, 1- diMe -2 -HOPr- NH- 
CarCH 2 Bz 4-Br-Pro- l, l-diMe-2 -HOPr-NH- 

- CarCH 2 Bz 4-Br-Pro- 1 , 1- diMe -2 -HOPr-NH- 

CarCH 2 Bz 4-Br-Pro- 1,1- diMe - 2 - HOPr - NH - 

CarCH 2 Bz 4-Br-Pro- 1, l-diMe-2 -HOPr-NH- 

CarCH 2 Bz 4-Br-Pro- 1 , l-diMe-2 -HOPr-NH- 

CarCH 2 Bz 4-Br-Pro- 1, 1-diMe- 2 -HOPr-NH- 

CarCH 2 Bz 4-Br-Pro- 1, l-diMe-2 -HOPr-NH- 

CarCH 2 Bz 4 " B r-Pro- 1, l-diMe-2-HOPr-NH- 

CarCH 2 Bz 4-Br-Pro- 1,1- diMe - 2 - HOPr - NH - 

CarCH 2 Bz 4-Br-Pro- 1,1- diMe - 2 - HOPr - NH - 

CarCH 2 Bz 4-Br-Pro- 1,1- diMe - 2 - HOBt - NH- 

CarCH 2 Bz 4-Br-Pro- 1,1- diMe - 2 - HOBt - NH- 

CarCH 2 Bz 4-Br-Pro- 1,1- diMe - 2 - HOEt - NH - 
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10 



Table I (CQttt,) 



CpcL R 1 R 3 R 4 Z R 5 



No, 



15 


1296 


2-Pyr-CO- 


CarCH 2 




1297 


3-Pyr-CO- 


CarCH 2 




1298 


4 - Pyr-CO- 


CarCH 2 




1299 


4 -MeO- 2 - Quin- 


CarCH 2 


20 




CO - 






1300 


2-Np-CO- 


CarCH 2 




1301 


1-Np-CO- 


CarCH 2 




1302 


2-Bfur-CO- 


CarCH 2 


25 


1303 


3-Bfur-CO- 


CarCH 2 




1304 


5-Bu-2 -Pyr-CO- 


CarCH 2 




1305 


4-H0-2-Quin-CO- 


CarCH 2 




1306 


3-HO-2-Quix-CO- 


CarCH 2 


30 


1307 


1-Np-Sfo- 


CarCH 2 




1308 


2-Np-Sfo- 


CarCH 2 




1309 


Boz 


CarCH 2 


35 


1310 


Bz-NHCO- 


CarCH 2 




1311 


Bz-NHCS- 


CarCI^ 




1312 


2-Ind-CO- 


CarCH 2 




1313 


3-Ind-CO- 


CarCH 2 


40 


1314 


tBoc 


CarCH 2 




1315 


2-Pyrd-CO- 


CarCH 2 




1316 


2-Pip-CO- 


CarCH 2 


45 


1317 


2-Thi-CO- 


CarCH 2 




1318 


MecCO- 


CarCH 2 




1319 


PhoAc - 


CarCH 2 




1320 


MPhoAc - 


CarCH 2 


50 


1321 


3-Bzisox-CO- 


CarCH 2 




1322 


2 -Bzim-CO- 


CarCH 2 



55 1 t 



Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOBt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOBt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


l, 


l 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


l, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NTH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1. 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


BZ 


4 


-Br- 


Pro- 


1 


1 


-diMe-2 


-HOEt 


-NH- 


Bz 


4 


-Br- 


Pro- 


1 


l 


-diMe- 


2 


-HOEt 


-NH- 



l 

> t 
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Table l (conn.) 



Cpd. 
No. 


R 1 


R 3 


R 4 




Z 








5 




1323 


N-Me-3-Ind-C0- 


CarCH 2 


Bz 


4 


-Br- 


-Pro- 


1 -*- 


UXKc • 




- xlUEiu 


- Nxi - 


1324 


2-Bzthiaz-CO- 


CarCH- 
2 


Bz 


4 


-Br- 


■Pro- 


1 . 1 


-diMe- 








1325 


2-Bzoxaz-CO- 


CarCH^ 
2 


Bz 


4 


-Br- 


•Pro- 


1,1 


-diMe- 


. 2 






1326 


5-MeO-2-Ind-CO- 


CarCH- 
2 


Bz 


4 


-Br- 


• Pro- 


1 1 


-diMp - 








1327 


5-HO-2-Ind-CO- 


CarCH 0 
2 


Bz 


4 


-Br- 


• Pro- 




- diMe- 






- MTT 


1328 


5-AcO-2-Ind-CO- 


CarCH- 
2 


Bz 


4 


-Br- 


Pro - 


1.1 


-diMe- 






- MU. 


1329 


5-NH-AcO-2- 


CarCH- 
2 


BZ 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 






Ind - CD- 






















1330 


S' Bzim-CO- 


CarOC, 
2 


BZ 


4 


-Br- 


Pro- 


1 1 








_ MX! 


1331 


(l-NpO)Ac- 


CarCH 2 


BZ 


4 


-Br- 


Pro- 




- diMP- 


^ 


- WOT?f- 


_ 1\TTT _ 


1332 


1-NpOCO- 


CarCH- 
2 


Bz 


4 


-Br- 


Pro- 


1 1 


- diMe - 


2 


_ unnh 

xiuD L. 


- MIT. 


1333 


2-NpOCO- 


CarCH- 
2 


Bz 


4 


-Br- 


Pro- 


1,1 


- diMe - 


2 




- MM. 


1334 


(3- PhPho)Ac- 


CarCH- 
2 


Bz 


4 




Pro- 


1.1 


- diMe - 


2 


nun l. 


- MW. 


1335 


(2-NpO) Ac- 


CarCH- 
2 


Bz 


4 


-Br- 


Pro- 


1.1 


- diMe - 


2 


-HOEt 


- NH- 


1336 


Bzc 


CarCH 0 
2 


Bz 


4 


-Br- 


Pro- 


1.1 


- diMe - 


2 






1337 


2-Quix-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1/1 


-diMe- 


2 


-HOPr 


-NH- 


1338 


2-Quin-CO- 


CarCH 2 


BZ 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr 


-NH- 


1339 


3-Quin-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr 


-NH- 


1340 


4-Quin-CO- 


CarCH 2 


Bz 


4 


■Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr 


-NH- 


1341 


2-Pyr-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr 


-NH- 


1342 


3-Pyr-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr- 


-NH- 


1343 


4-Pyr-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr- 


-NH- 


1344 


4-MeO-2-Quin-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


,1,1- 


-diMe- 


2 


-HOPr 


-NH- 


1345 


2-Np-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr 


-NH- 


1346 


1-Np-CO- 


CarCH 2 


Bz 


4 


■Br- 


Pro - 


1,1- 


-diMe- 


2 


-HOPr- 


-NH- 


1347 


2-Bfur-CO- 


CarCH 2 


Bz 


4- 


-Br- 


Pro- 


1,1 


•diMe- 


2 


-HOPr- 


-NH- 


1348 


3-Bfur-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr- 


-NH- 


1349 


5-Bu-2-Pyr-C0- 


CarCH 2 


Bz 


4- 


-Br- 


Pro- 


1,1" 


-diMe- 


2 


-HOPr 


-NH- 
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Table 1 Irnnr } 





Cpd. 




p3 


„4 
R 






Z 




5 

R 






10 


No. 






















15 


1350 


4, . lJ/~) «. O _ /-n-i i -J r% _ 

tc ^ yum L-Vwj - 


CarCH 2 


Bz 


4 


-Br- 


•Pro- 


1,1 


-diMe- 


-2 


-HOPr-NH- 




o tivj yuix - cu - 


CarCH^ 


Bz 


4 


-Br* 


• Pro- 


1,1 


-diMe- 


-2 


-HOPr-NH- 




1352 


1 - Mn - c; _ 

-i- IN £J ~ O 1- U 


CarCH 2 


Bz 


4 


-Br- 


Pro - 


1,1 


-diMe- 


-2 


-HOPr-NH- 




1353 


2 - Nn - Q fn - 

A AN £J — Oi. Vj 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


•2 


-HOPr-NH- 


20 


1354 




CarCH 2 


Bz 


4 


-Br- 


Pro- 


1/1 


-diMe- 


•2 


-HOPr-NH- 




1355 




CarCH 2 


Bz 


4 


-Br - 


Pro- 


1/1 


-diMe- 


2 


-HOPr-NH- 




■A- J ~J o 




CarCH^ 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr-NH- 




1357 




CarCH^ 


Bz 


4 


-Br- 


Pro- 


1/1 


-diMe- 


2 


-HOPr-NH- 


25 


XJ JO 


-3 ina Cw 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1/1 


-diMe- 


2 


-HOPr-NH- 




1 -JCQ 




CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr-NH- 




1360 




CarCH 2 


Bz 


4 


-Br- 


Pro- 


1, l 


-diMe- 


2 


-HOPr-NH- 


30 


1361 


2-Pip-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr-NH- 


1 ^ ^ O 

1-3 62 


O mt* ^^^^ 

2 - Thi - CO - 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr-NH- 




-L J O J 




CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr-NH- 




1364 


PhoAc - 


wax v—xi^ 




** 


_ Or 


Pro- 


l, l 


-diMe- 


2 


-HOPr-NH- 


35 


1365 


MPhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1/1 


-diMe- 


2 


-HOPr-NH- 




1366 


3 -Bzisox-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1/1 


-diMe- 


2 


-HOPr-NH- 




1367 


2-Bzim-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1/1 


-diMe- 


2 


-HOPr-NH- 




1368 


M-Me-3-Ind-C0- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr-NH- 


40 


1369 


2-Bzthiaz-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr-NH- 




1370 


2-Bzoxaz-CO- 


CarCH 2 


Bz 


4- 


-Br- 


Pro- 


111- 


•diMe- 


2 


-HOPr-NH- 




1371 


5-MeO-2-Ind-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro- 


l,l« 


-diMe- 


2 


-HOPr-NH- 




1372 


5-HO-2-Ind-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro - 


1,1« 


-diMe- 


2-HOPr-NH- 


45 


1373 


5-AcO-2-Ind-CO- 


CarCH 2 


Bz 


4- 


-Br- 


P'ro- 


1/1 


-diMe- 


2 


-HOPr-NH- 




1374 


5-NH 2 AcO-2- 
Ind-CO- 


CarCH 2 


Bz 


4- 


-Br- 


Pro- 


1,1 


-diMe- 


2 


-HOPr-NH- 


50 


1375 


5-Bzim-CO- 


CarCH 2 


Bz 


4- 


-Br- 


Pro- 


1/1- 


-diMe- 


2 


- HOPr-NH- 


1376 


(2-NpO)Ac- 


CarCH 2 


Bz 


4- 


-Br- 


Pro- 


1,1- 


-diMe- 


2 


•HOPr-NH- 
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Table 1 (cont.l 



10 No. 



Cpd. R 1 R 3 R 4 " z r5 



15 


1377 


(l-NpO)Ac- 


CarCH 2 


Bz 


4 -Br -Pro - 


1, 1-diMe 














HOPr-NH 




1378 


1-NpOCO- 


CarCH 2 


Bz 


4-Br-Pro- 


1, 1-diMe 














HOPr-NH 


20 


1379 


2-NpOCO- 


CarCH 2 


Bz 


4-Br-Pro- 


1,1-diMe 














HOPr-NH- 




13S0 


(3-PhPho) - 


CarCH 2 


Bz 


4-Br-Pro- 


1,1-diMe- 






Ac- 








HOPr-NH- 


1381 


Bzc 


CarCH 2 


4-Br-Bz 


4-Br-Pro- 


tBuNH- 




1382 


2-Quix-CO- 


CarCH 2 


4-Br-Bz 


4-Br-Pro- 


tBuNH- 




1383 


Bzc 


CarCH 2 


4-MeOBz 


4-Br-Pro- 


tBuNH- 


30 


1384 


2-Quix-CO- 


CarCH 2 


4-MeOBz 


4-Br-Pro- 


tBuNH- 




1385 


Bzc 


CarCH 2 


4-Me-Bz 


4-Br-Pro- 


tBuNH- 




1386 


2-Quix-CO- 


CarCH 2 


4-Me-Bz 


4-Br-Pro- 


tBuNH- 


35 


1387 


BZC 


CarCH 2 


SHxCH 2 - 


4-Br-Pro- 


£BuNH- 


1388 


2-Quix-CO- 


CarCH 2 


cHxCH 2 - 


4-Br-Pro- 


tBuNH- 




1389 


BZC 


MeSOCH 2 


Bz 


4-Br-Pro- 


tBuNH- 




1390 


Bzc 


MeS0 2 CH 2 


Bz 


4 -Br- Pro - 


tBuNH- 


40 


1391 


BZC 


MeOCH 2 


Bz 


4 -Br- Pro- 


tBuNH- 




1392 


Bzc 


MecCH 2 CH 2 


Bz 


4-Br-Pro- 


£BuNH- 




1393 


Bzc 


MecCH 2 


Bz 


4-Br-Pro- 


tBuNH- 




1394 


2-Quix-CO- 


MeSOCH 2 { 


Bz 


4-Br- Pro- 


. £BuNH- 


45 


1395 


2-Quix-CO- 


MeS0 2 CH 2 


Bz 


4-Br-Pro- 


£BuNH- 




1396 


2-Quix-CO- 


MeOCH 2 


Bz 


4-Br-Pro- 


JLJBuNH- 




1397 


2-Quix-CO- 


MecCH 2 CH 2 


Bz 


4 -Br- Pro- 


tBuNH- 




1398 


2-Quix-CO- 


MecCH 2 


Bz 


4-Br- Pro- 


tBuNH- 


50 


1399 


2-Quin-CO- 


MeSOCH 2 


Bz 


4-Br-Pro- 


tBuNH- 




1400 


2 -Quin-CO- 


MeS0 2 CH 2 


Bz 


4-Br-Pro- 


tBuNH- 
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Table 1 (r.nnr 1 



Cpd. R 1 R 3 R 4 z R 5 

w No. 



TO 


1401 


2-Quin-CO- 


MeOCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


1402 


2-Quin-CO- 


MecCH 2 CH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1403 


2 -Quin-CO- 


MecCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1404 


3-Quin-CO- 


MeSOCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 


20 


1405 


3-Quin-CO- 


MeS0 2 CH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1406 


3 -Quin-CO- 


MeOCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1407 


3-Quin-CO- 


MecCH 2 CH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


25 


1408 


3-Quin-CO- 


MecCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 


1409 


2-Bfur-CO- 


MeS0CH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1410 


2-Bfur-CO- 


MeS0 2 CH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1411 


2-Bfur-CO- 


MeOCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 


30 


1412 


2-Bfur-CO- 


MecCH 2 CH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1413 


2-Bfur-CO- 


MecCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1414 


3-Bfur-CO- 


MeSOCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1415 


3-Bfur-CO- 


MeS0 2 CH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 


35 


1416 


3-Bfur-CO- 


MeOCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1417 


3-Bfur-CO- 


MecCH 2 CH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1418 


3-Bfur-CO- 


MecCH 2 


Bz 


4 


-Br- 


Pro- 


£JBuNH- 


40 


1419 


3-Ind-CO- 


MeSOCH 2 


Bz 


4 


-Br- 


Pro- 


JfcBuNH- 




1420 


3-Ind-CO- 


MeS0 2 CH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1421 


3-Ind-CO- 


MeOCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1422 


3 -Ind- CD- 


MecCH 2 CH 2 


BZ 


4 


-Br- 


Pro- 


tBuNH- 


45 


1423 


S' Ind-CO- 


MecCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 




1424 


MPhOAc - 


MeS0CH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1425 


MPhOAc- 


MeSQ 2 CH 2 


Bz 


4 


-Br- 


ProT 


tBuNH- 


50 


1426 


MPhOAc- 


MeOCH 2 


Bz 


4 


-Br- 


Pro- 


£BuNH- 




1427 


MPhOAc- 


MecCH 2 CH 2 


Bz 


4 


-Br- 


Pro - 


tBuNH- 




1428 


MPhOAc- 


MecCH 2 


Bz 


4 


-Br- 


Pro- 


tBuNH- 
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Table 1 (mnr } 



10 



Cpd. R 1 

NO. 



R 



R" 



f5 



20 



25 



30 



35 



40 



45 



50 



1429 

1430 

1431 

1432 

1433 

1434 

1435 

1436 

1437 
1438 
1439 

1440 

1441 

1442 

1443 



5-NH 2 -AcO- 
2-Ind-CO- 

5-NH 2 -AcO- 
2-Ind-CO- 

5-NH 2 -AcO- 
2-Ind-CO- 

5-NH 2 -AcO- 
2-Ind-CO- 

5-NH 2 -AcO- 
2-Ind-CO- 

4 -NH 2 - Pho- 
Ac - 

4-NH 2 -Pho- 
Ac- 

4-NH 2 -Pho- 
Ac- 

4-NH 2 -PhoAc- 
4-NH 2 -PhoAc- 
4- [Bzc-NH] - 

PhoAc - 
4- [Bzc-NH] - 

PhoAc - 
4- [Bzc-NH] - 

PhoAc - 
4- [Bzc-NH] - 

PhoAc - 
4- [Bzc-NH] - 

PhoAc - 



MeSOCH- 



MeS0 2 CH 2 



Me0CH o 



MecCH 2 CH 2 



MecCH- 



MeSOCH. 



MeS0 2 CH 2 



MeOCH 2 



MecCH 2 CH 2 

MecCH 2 

MeSOCH^ 



MeS0 2 CH 2 



MeOCH n 



MecCH 2 CH 2 



MecCHi 



Bz 4 -Br- Pro- tBuNH- 



Bz 4 -Br- Pro- tBuNH- 



Bz 4 -Br -Pro- .tBuNH- 



Bz 4 -Br- Pro- j^BuNH- 



Bz 4 -Br- Pro- tBuNH- 



Bz 4 -Br- Pro- tBuNH- 



Bz 4-Br-Pro- tBuNH- 



Bz 4-Br-Pro- tBuNH- 



Bz 
Bz 
Bz 



4-Br-Pro- 
4-Br-Pro- 
4-Br-Pro- 



tBuNH- 
£BuNH- 
tBuNH- 



Bz 4-Br-Pro- j^BuNH- 



Bz 4-Br-Pro- tBuNH- 



Bz 4-Br-Pro- tBuNH- 



Bz 4-Br-Pro- * tBuNH- 
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Table 1 





Cpd. 
No. 


R 1 


R 3 


R 4 


Z 




R 5 


10 


1444 


4- [MorAc-NMe] - 


MeSOCH. 


Bz 


4- 


Br-Pro- 


tBuNH- 






PhoAc - 












15 


1445 


4- [MorAc-NMe] - 


MeSO n CH 0 


Bz 


4- 


Br-Pro- 


tBuNH- 






PhoAc - 














1446 


4- [MorAc-NMe] - 


MeOCH- 


Bz 


4- 


Br-Pro- 


£BuNH- 






PhoAc - 












20 
















1447 


4- [MorAc-NMe] - 


MecCH 0 CH« 


Bz 


4- 


Br-Pro- 


£BuNH- 






Pho-Ac 














1448 


4- [MorAc-NMe] - 


MecCH- 


Bz 


4- 


Br-Pro- 


tBuNH- 


25 




PhoAc - 














1449 


4-MeO-Bzc 


CarCH 2 


Bz 


4- 


Br- Pro- 


£BuNH- 




1450 


Bzc 


Me 0 NCH 0 


Bz 


4- 


P-Pro- 


£BuNH- 




1451 


Bzc 


2-Car-Et 


BZ 


4- 


F-Pro- 


tBuNH- 


30 


1452 


Bzc 


CNCH 0 


Bz 


4- 


F-Pro- 


tBuNH- 




1453 


Bzc 


APr 


Bz 


4- 


F-Pro- 


£BuNH- 




1454 


Bzc 


tBu 


Bz 


4- 


F-Pro- 


£BuNH- 


35 


1455 


Bzc 


diMeCarCH 2 


Bz 


4- 


F-Pro- 


tBuNH- 




1456 


Bzc 


MorCOCH 2 


Bz 


4- 


F-Pro- 


tBuNH- 




1457 


Bzc 


PipCOCH 2 


Bz 


4- 


F-Pro- 


£BuNH- 




1458 


Bzc 


2-NH 2 -Et 


BZ 


4- 


F-Pro- 


tBuNH- 


40 


1459 


Bzc 


3-NH 2 -Pr 


Bz 


4- 


F-Pro- 


£BuNH- 




1460 


Bzc 


MeCarCH 2 


Bz 


4- 


F-Pro- 


JtBuNH- 




1461 


Bzc 


EtCarCH 2 


Bz 


4- 


F-Pro- 


£BuNH- 


45 


1462 


Bzc 


H 


Bz 


4- 


F-Pro- 


tBuNH- 




1463 


Bzc 


HOCH 2 


Bz 


4- 


F-Pro- 


tBuNH- 




1464 


Bzc 


4-ThizCH 2 


Bz 


4- 


F- Pro- 


£BuNH- 




1465 


Bzc 


4-ImidCH 2 


Bz 


4- 


F-Pro- 


tBuNH- 


50 


1466 


Bzc 


COOH-CH 2 


Bz 


4- 


F-Pro- 


£BuNH- 
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Table 1 f™ P «- , i 



Cpd. 
No. 


R 1 


R 3 


R 4 


Z 


R 5 


1467 


Bzc 


2-COOH-Et 


Bz 


4-F-Pro- 


£BuNH- 


1468 


Bzc 


MeSCH 2 


Bz 


4-F-Pro- 


£BuNH- 


1469 


Bzc 


SamCH 2 


Bz 


4-F-Pro- 


tBuNH- 


1470 


Bzc 


Bz 


Bz 


4-F-Pro- 


£BuNH- 


1471 


Bzc 


SimCH 2 


Bz 


4-F-Pro- 


tBuNH- 


1472 


Bzc 


HiaCH 2 


Bz 


4-F-Pro- 


JtBuNH- 


1473 


Bzc 


2-Sim-Et - 


Bz 


4-F-Pro- 


tBuNH- 


1474 


BZC 


2-Hia-Et 


Bz 


4-F-Pro- 


tBuNH- 


1475 


BZC 


NH 2 CH 2 


Bz 


4 - F- Pro- 


tBuNH- 


1476 


Bzc 


MeNHCH 2 


Bz 


4-F-Pro- 


£BuNH- 


1477 


2-Quix-CO- 


2-Car-Et 


Bz 


4-F-Pro- 


tBuNH- 


1478 


2-Quix-CO- 


CNCH 2 


Bz 


4-F-Pro- 


tBuNH- 


1479 


2-Quix-CO- 


iPr 


Bz 


4-F-Pro- 


tBuNH- 


1480 


2-Quix-CO- 


£Bu 


Bz 


4-F-Pro- 


tBuNH- 


1481 


2-Quix-CO- 


diMeCarCH^ 


Bz 


4-F-Pro- 


tBuNH- 


1482 


2-Quix-CO- 


MorCOCH 2 


Bz 


4-F-Pro- 


| tBuNH- 


1483 


2-Quix-CO- 


PipC0CH 2 


Bz 


4-F-Pro- 


tBuNH- 


1484 


2-Quix-CO- 


2-NH 2 -Et 


Bz 


4-F-Pro- 


tBuNH- 


1485 


2-Quix-CO- 


3-NH 2 -Pr 


Bz 


4-F-Pro- 


tBuNH- 


1486 


2-Quix-CO- 


MeCarCH 2 


Bz 


4-F-Pro- 


tBuNH- 


1487 


2~Quix-C0- 


Et-Car-CH 2 


Bz 


4-F-Pro- 


tBuNH- 


1488 


2-Quix-CO- 


H 


Bz 


4-F-Pro- 


tBuNH- 


1489 


2-Quix-CO- 


HOCH 2 


Bz 


4-F-Pro- 


tBuNH- 


1490 


2-Quix-CO- 


4-ThizCH 2 


Bz 


4-F-Pro- 


tBuNH- 


1491 


2-Quix-CO- 


4 - ImidCH 2 


Bz 


4-F-Pro- 


£BuNH- 


1492 


2-Quix-CO- 


C0OH-CH 2 


Bz 


{ 4-F-Pro- 


tBuNH- 


1493 


2-Quix-CO- 


2-COOH-Et 


Bz 


4-F-Pro- 


£BuNH- 


1494 


2-Quix-CO- 


MeSCH 2 


Bz 


4-F-Pro- 


tBuNH- 



? 
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Table i (cent,) 



Cpd. 
No. 


R 


R J 


R 




Z 


R 5 


1495 


2-Quix-CO- 


SamCH 2 


Bz 


4- 


-F- 


•Pro- 


tBuNH- 


1496 


2-Quix-CO- 


Bz 


Bz 


4- 


-F- 


-Pro- 


£BuNH- 


1497 


2-Quix-CO- 


SimCH 2 


Bz 


4- 


•F- 


•Pro- 


£BuNH- 


1498 


2-Quix-CO- 


HiaCH 2 


Bz 


4- 


•F- 


•Pro- 


£BuNH- 


1499 


2-Quix-CO- 


2-Sim-Et 


. Bz 


4- 


F- 


•Pro- 


£BuNH- 


1500 


2-Quix-CO- 


2-Hia-Et 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1501 


2-Quix-CO- 


NH 2 CH 2 


Bz 


4- 


F- 


Pro- 


£BuNH- 


1502 


2-Quix-CO- 


MeNHCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1503 


2-Quix-CO- 


Me 2 NCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1504 


3-Quin-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1505 


4 -Quin- CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1506 


2-Pyr-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1507 


3-Pyr-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


£BuNH- 


1508 


4 - Pyr-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


£JBuNH- 


1509 


4-MeO-2- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


£BuNH- 




Quin-CO- 














1510 


2-Np-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1511 


l-Np^O- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1512 


2-Bfur-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1513 


3-Bfur-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1514 


5-Bu-2 -Pyr-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1515 


4-HO-2-Quin-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1516 


3-HO-2-Quix-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1517 


1-Np-Sfo- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


£BuNH- 


1518 


2-Np-Sfo- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


£BuNH- 


1519 


Boz 


CarCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1520 


Bz-NHCO- 


CarCH 2 


Bz 


4- 


F- 


Pro - 


tBuNH- 


1521 


Bz-NHCS- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


£BuNH- 
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Table 1 ) 

No. 



1522 3-Ind-CO« CarCH 

1523 2-Pyrd-CO- CarCH 2 

1524 2-Pip-CO- CarCH 2 

1525 2-Thi-CO- CarCH 2 

1526 MecCO- CarCH 

1527 PhoAc- CarCH 2 

1528 3-Bzisox-CO- CarCH 2 

1529 2-Bzim-CO- CarCH 

1530 N-Me-3 - Ind-CO- CarCH 

1531 2-Bzthiaz-CO- CarCH 2 

1532 2-Bzoxaz-CO- CarCH 2 

1533 5-MeO-2-Ind-CO- CarCH 2 

1534 5-HO-2-Ind-CO- CarCH.. 



1535 5-AcO-2-Ind-CO- CarOL 



1536 5-NH 2 AcO-2- CarCH 2 
Ind-CO- 

1537 5-Bzim-CO- CarC^ 

1538 (2-NpO)Ac- CarCH 2 

1539 (l-NpO)Ac- CarO^ 

1540 1-NpOCO- CarCH 

1541 2-NpOCO- CarCH 2 

1542 <3-PhPho)Ac- CarCH 2 

1543 2-Quix-CO- CarCH 2 

1544 2-Quix-CO- CarCH 2 

1545 2-Quix-CO- CarCH 2 

1546 2-Quix-CO- CarCH 2 

1547 Bzc CarCH 2 

1548 Bzc CarCH 2 



Bz 


4 - F - Pro - 




Bz 


4 -P- Pro- 




Bz 


4 - P-Prn- 


£.BuNH- 


Bz 


4 - P - Dm 


£BuNH- 


Bz 


** - r - rrO* 


tBuNH- 


Bz 




tBuNH- 


Bz 


4 - P - Dm. 


tBuNH- 


flZ 


4 - F - Pro - 


tBuKH- 


Bz 


4-F-Pro- 


tBuNH- 


Bz 


4-F-Pro- 


£BuNH- 


Bz 


4-F-Pro- 


tBuNH- 


Bz 


4-F-Pro- 


J^BuNH- 


Bz 


4-F-Pro- 


tBixNH- 


Bz 


4-F- Pro- 


£BuNH- 


Bz 


4-F-Pro- 


£BuNH- 


Bz 


4-F-Pro- 


tBuNH- 


Bz 


4-F-Pro- 


tBuNH- 


Bz 


4-F-Pro- 


£BuNH- 


Bz 


4-F-Pro- 


tBuNH- 


Bz 


4-F-Pro- 


£BuNH- 


Bz 


4-F-Pro- 


£BuNH- 


Bz 


4-F-Pro- 


3-HO-Pr-NH- 


Bz 


4-F-Pro- 


BuNH 


Bz 


4-F-Pro- 


tBuO- 


Bz 


4-F-Pro- 


1, l-diMe-2-HOEt-NH- 


Bz 


4-F-Pro- 


3-HOPr-NH- 


Bz 


4-F-Pro- 


BuNH- 



f 
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Table 1 (cnnhJ 



Cpd. R 1 R 3 r 4 Z R 5 

NO. 





1549 


Bzc 


CarCH 2 


Bz 


4 


-F- 


Pro- 


£BuO- 


15 


1550 


Bzc 


CarCH 2 


Bz 


4 


-F- 


Pro- 


1,1-diMe 




1551 


3-NH 2 -PhaAc- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 




1552 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 




1553 


2, 3-diNH 2 - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 


20 




PhoAc - 
















1554 


2,4- diNH 2 - 
PhoAc - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 




1 c c c 


4 - nh 2 - Pn - CO - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 


25 


1556 


4~NH 2 -BZC 


CarCH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 




1557 


4-Me 2 N-PhoAc- 


CarCH 2 


BZ 


4 


-F- 


Pro- 


tBuNH- 




1558 


4- (Me (Bz) N] - 
PhoAc - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 


30 


1559 


4 -Mor- PhoAc -.. 


CarCH 2 


BZ 


4 


-F- 


Pro- 


£BuNH- 




1560 


4 -Bz-Pipr- Pho- 
Ac - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 




1561 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


£BuNH~ 


35 


1562 


4- [ (4'Me-Bzc) - 
NH] - PhoAc - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 




1563 


4- [£Boc-NH] - PhoAc - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 


40 


1564 


4 - [ t Boc - MeN] - PhoAc - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 


1565 


4- [Gly-NH] - PhoAc - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 




1566 


4- [Gly-NMe] - PhoAc - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 




1567 


4- [N-Me-Gly) NMe] - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 


45 




PhoAc - 














1568 


4- [ (H-;&Boc-Gly) - 


CarCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 



NMe] - PhoAc - 



50 
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Table 1 (rnnt,) 



10 



15 



25 



30 



35 



40 



45 



50 



Cpd. 

No. 


R 1 


R 3 


R 4 

K 






Z 


T,5 

R 








1569 


4- [ (N-£Boc-N-Me- 




OZ 


A 


-F 


-Pro- 


£BuNH- 










Gly) -NMe] - PhoAc - 




















1570 


4- [N-Me-Gly) NMe] - 


2 


DZ 


A 


- F 


-Pro- 


£BuNH- 










PhoAc - 


















1571 


4- [ (BrAc)NMe] - 




OZ 


4 ■ 


-F- 


-Pro- 


tBuNH- 










Pho-Ac 




















1572 


4- [ (4' -MeO-Bzc) - 




cz 


A 

*± ' 


-F- 


-Pro- 


tBuNH- 










NH] - PhoAc - 




















1573 


N-Me-4- PipO-Ac- 




oZ 


A 


•F- 


*Pro- 


tBuNH- 








1574 


4 - NH 2 - cHxO - Ac - 




±3Z 


A 

4 - 


•F- 


-Pro- 


£BuNH- 








1575 


** " nn^ - raOAC - 


CarCH 2 


Bz 


4- 


•F« 


■Pro- 


1,1-diMe- 


■2 


-HOEt 


-NH- 


1576 


3 - NH^ - PhoAc - 
2 




oZ 


A 

4 - 


■F-Pro- 


1, 1-diMe- 


2 


-HOEt 


-NH- 


1577 


2 - NH 2 - PhoAc - 




T3 _ 


A 

4 - 


F- 


Pro- 


1, 1-diMe- 


2 


-HOEt 


-NH- 


1578 


2, 3 -diNH 2 ~Ac- 




n_ 

aZ 


4 - 


F- 


Pro- 


1, 1-diMe- 


2 


-HOEt 


-NH- 


1579 


2,4-diNH--PhoAc- 
2 


CarCH^ 
2 


Bz 


4 - 


F- 


Pro- 


j. # x - cixrie- 




- HOEt 


-NH- 


1580 


4-NH 2 -Ph-C0< 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 1-diMe- 


2 


-HOEt 


-NH- 


1581 


4-NH 2 -Bzc 


CarCH 2 


BZ 


4- 


F- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


1582 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


1583 


4- [Me(Bz)N] - 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


1584 


4-Mor-PhoAc- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


1585 


4- [N-Bz-Pipr] PhoAc - 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


1586 


4- [MeNH] - PhoAc - 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 1-diMe- 


2 


-HOEt 


-NH- 


1587 


4- [(4'Me-Bzc) - 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 1-diMe- 


2 


-HOEt- 


-NH- 




NH] - PhoAc - 




















1588 


4- [BzcNH] - PhoAc - 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 1-diMe- 


2 


-HOEt 


-NH- 


1589 


4- [£Boc-NH] - PhoAc - 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1-diMe- 


2 


-HOEt- 


-NH- 


1590 


4- [£Boc-NMe] -PhoAc- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1-diMe- 


2 


-HOEt- 


-NH- 


1591 


4- [Gly-NH] - PhoAc - 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1-diMe- 


2 


-HOEt- 


- NH- 
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Table 1 (cont.) 



Cpd. R 1 R 3 R 4 z R 5 

10 



R J 

No. 





1592 


4- [Gly-NMe] -PhoAc- 


CarCH 2 


15 


1593 


4- [N-Me-Gly) NMe] - 
PhoAc - 


CarCH 2 




1 C Q A 

1594 


4 - [ (N-£Boc-Gly) - 
NMe J - PnoAc - 


CarCH 2 


20 




4- [ tBoc-lT-Me- 
Gly) -NMe] -Pho-Ac- 


CarCH 2 




1596 


Boc 


CarCH 2 




1597 


4 - [ (BrAc) NMe] - 


CairCH 2 


25 




PhoAc - 






1598 


4- [ (4' -MeO-Bzc) - 
NH1 -PhoAc- 


CarCH 2 


30 


1599 


N-Me- 4 - PipO-Ac- 


CarCH 2 


1600 


4-NH 2 -£HxO-Ac- 


CarCH 2 




1601 


4- (Mor-Ac)NMe- 
PhoAc - 


CarCH 2 


35 


1602 


4 - NH 2 - PhoAc - 


CarCH 2 




1603 


3-NH 2 ~PhoAc- 


CarCH 2 




1604 


2-NH 2 -PhoAc- 


CarCH 2 




1605 


2,3-diNH 2 -PhoAc- 


CarCH 2 


40 


1606 


2,4-diNH 2 -PhoAc- 


CarCH 2 




1607 


4-NH 2 -Ph-C0- 


CarCH 2 




1608 


4-NH 2 -Bzc 


CarCH 2 




1609 


4-Me 2 N-PhoAc- 


CarCH 2 


45 


1610 


4- [Me (Bz) N] -PhoAc- 


CarCH 2 




1611 


4-Mor-PhoAc- 


CarCH 2 




1612 


4- [N-Bz-Pipr] - 


CarCH 2 


50 




PhoAc - 


1613 


4-MeNH-PhoAc- 


CarCH 2 



Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


BZ 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


F- 


Pro- 


l, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


- HOEt 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


F- 


Pro- 


1. 


1 


-diMe- 


2 


- HOEt 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4- 


F- 


Pro- 


i, 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4- 


F- 


Pro- 


1,1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4- 


F- 


Pro- 


1. 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr 


-NH- 


BZ 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4- 


F- 


Pro- 


1. 


1 


-diMe- 


2 


-HOPr 


-NH- 


Bz 


4- 


F- 


Pro- 


l, 


1 


-diMe- 


2 


-HOPr 


-NH- 
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Table I (conf.) 



10 



15 



20 



25 



30 



35 



40 



45 



50 



Cpd. 
No. 



1614 4- f (4'Me-Bzc) - 
NH] -PhoAc- 

1615 4- [BzcNH] -PhoAc- 

1616 4- [tBoc-NH] -PhoAc- 

1617 4 - [t^Boc - MeN] - PhoAc - 

1618 4- [Gly-NH] - PhoAc - 

1619 4- [Gly-NMe] -PhoAc- 

1620 4- [ (N-Me-Gly) NMe] - 

PhoAc - 

1621 4- [ (N-tBoc-Gly) - . 

NMe] -Pho-Ac) 

1622 4- [ (N-tBoc-N-Me- 
Gly) -NMe] - Pho-Ac - 

1623 BOC 

1624 4- [ (BrAc)NMe] - 
PhoAc - 

1625 4- [ (4' -MeO-Bzc)NH] - 
PhoAc - 

1626 N-Me-4-PipO-Ac- 

1627 4-NH 2 -^HxO-Ac- 

1628 4- [ (MorAc) NMe] - 
PhoAc - 

1629 2-Quin-CO- 

1630 3-Quin-CO- 

1631 4-Quin-CO- 

1632 2-Pyr-CO- 

1633 3-Pyr-CO- 

1634 4-Pyr-CO- 



CarCH 2 Bz 4-F-Pro- 1, l-diMe-2 -HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1 , l-dlMe-2 -HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1, l-diMe-2-HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1, l-diMe-2 -HOPr-NH- 

CarCH 2 Bz 4-F-Pro- l , l-diMe-2 - HOPr-NH- 

CarCH 2 Bz 4 ' p " Pr °- 1, l-diMe-2-HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1, 1-diMe- 2 -HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1, 1-diMe- 2 -HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1 , l-diMe-2 -HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1, 1-diMe- 2 -HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1, 1-diMe- 2 -HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1 , 1-diMe- 2 -HOPr-NH- 

CarCH 2 Bz 4_F * Pr °- 1, l-diMe-2-HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1 , 1-diMe- 2 -HOPr-NH- 

CarCH 2 Bz 4-F-Pro- 1, 1-diMe- 2 -HOPr-NH- 

CarCH 2 Bz 4 " F - ; P^O- 1, 1-diMe- 2 -HOEt -NH- 

CarCH 2 Bz 4-F-Pro- 1, 1-diMe- 2 -HOEt -NH- 

CarCH 2 Bz 4 - F - pr °- 1, l-diMe-2-HOEt-NH- 

CarCH 2 Bz 4-F-Pro- 1 , 1-diMe -2 -HOEt -NH- 

CarCH 2 Bz 4-F-Pro-' 1 , 1-diMe -2 -HOEt -NH- 

CarCH Bz 4-F-Pro- 1 , l-diMe-2 -HOEt-NH- 
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Table 1 fcont.) 



Cpd. R 
No. 



R~ 



2 



10 



15 



20 



25 



45 



1635 


4-MeO-2-Quin-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


l 


, 1 


-diMe- 


2 


-HOEt 


-NH- 


1636 


2-Np-CO- 


CarCH 0 


Bz 


4 


-F- 


Pro- 


l 


r l 


-diMe- 


2 


-HOEt 


-NH- 


1637 


1-Np-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


1 


1 


-diMe- 


2 


-HOEt 


-NH- 


1638 


2-Bfur-CO- 


CarCH« 


Bz 


4 


- F- 


Pro- 


l, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1639 


3-Bfur-CO- 


CarCH^ 


Bz 


4 


- F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1640 


5 -Bu-2 -Pyr-CO- 


CarCH- 


Bz 


4 


-F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1641 


4-OH-2-Quin-CO- 


CarCH- 


Bz 


4 


-F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1642 


3-OH-2-Quix-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1643 


1-Np-Sfo- 


CarCH- 


Bz 


4 


-F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1644 


2-Np-Sfo- 


CarCH- 


Bz 


4 


-F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1645 


Boz 


CarCH 2 


Bz 


4 


-F- 


Pro- 


l, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1646 


Bz-NHCO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1647 


Bz-NHCS- 


CarCH 2 


Bz 


4 


- F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1648 


2-Ind-CO- 


CarCH 2 


Bz 


4 


- F- 


Pro- 


l, 


l 


-diMe- 


2 


-HOEt 


-NH- 


1649 


3-Ind-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


l, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1650 


tBoc 


CarCH 2 


Bz 


4 


- F- 


Pro- 


l, 


l 


-diMe- 


2 


-HOEt 


-NH- 


1651 


2-Pyrd-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


1, 


l 


-diMe- 


2 


-HOEt 


-NH- 


1652 


2-Pip-CO- 


CarCH 2 


Bz 


4 


- F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1653 


2-Thi-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


l ( 


l 


-diMe- 


2 


-HOEt 


-NH- 


1654 


MecCO- 


CarCH 2 


Bz 


4 


- F- 


Pro- 


l, 


l 


-diMe- 


2 


-HOEt 


-NH- 


1655 


PhoAc - 


CarCH 2 


Bz 


4 


-F- 


Fro- 


l, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1656 


MPhoAc- 


CarCH 2 


Bz 


4 


- F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1657 


3 -Bzisox-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


1 ( 


1 


-diMe- 


2 


-HOEt 


-NH- 


1658 


2 -Bzim-CO- 


CarCH 2 


Bz 


4 


- F- 


Pro- 


l, 


l 


-diMe- 


2 


-HOEt 


-NH- 


1659 


H-Me-3-Ind-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1660 


2-Bzthiaz-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


l, 


l 


-diMe- 


2 


-HOEt 


-NH- 


1661 


2-Bzoxaz-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 


1662 


5-MeO-2-Ind-CO- 


CarCH 2 


Bz 


4 


-F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOEt 


-NH- 
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Table 1 fconh.) 



Cpd. R 1 R 3 R 4 " z r5 

NO. 

10 





1663 


5-HO-2-Ind-CO- 


CarCH 2 


Bz 


4 


-F 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 




1664 


S-AcO-2 -Ind-CO- 


CarCH 2 


Bz 


4 


-F 


-Pro- 


1.1 


-diMe 


-2 


-HOEt 


-NH- 


15 


1665 


5-NH 2 AcO-2-Ind- 
CO- 


CarCH 2 


Bz 


4 


-F 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 




1666 


5-Bzim-CO- 


CarCH 2 


Bz 


4 


-F 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 


20 


1667 


(l-NpO)Ac- 


CarCH 2 


Bz 


4 


-F 


•Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 




1668 


1-NpOCO- 


CarCH 2 


Bz 


4 


-F 


-Pro- 


1,1 


-diMe- 


-2 


- HOEt 


-NH- 




1669 


2-NpOCO- 


CarCH 2 


Bz 


4- 


-F- 


•Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 




1670 


(3-PhPho)Ac- 


CarCH 2 


Bz 


4- 


-F- 


•Pro- 


1,1 


-diMe- 


-2 


- HOEt 


-NH- 


25 


1671 


(2-NpO)Ac- 


CarCH 2 


Bz 


4- 


-F- 


•Pro- 


1,1- 


-diMe- 


-2 


-HOEt- 


-NH- 




1672 


Bzc 


CarCH 2 


Bz 


4- 


-F- 


-Pro- 


1,1- 


-diMe- 


-2- 


-HOPr 


-NH- 




1673 


^ - yiixx - i^U - 


CarCH 2 


Bz 


4- 


-F- 


•Pro- 


1,1' 


-diMe- 


2 


■HOPr- 


-NH- 




1674 


2-Quin-CO- 


CarCH 2 


Bz 


4- 


-F- 


■Pro- 


1,1- 


-diMe- 


2- 


-HOPr- 


•NH- 


30 


1675 


3-Quin-CO- 


CarCH 2 


Bz 


4- 


■F- 


•Pro- 


1,1- 


-diMe- 


2 


-HOPr- 


-NH- 




1676 


4-Quin-CO- 


CarCH 2 


Bz 


4- 


•F- 


Pro- 


1,1- 


■diMe- 


2 


-HOPr- 


NH- 




1677 


2-Pyr-CO- 


CarCH 2 


Bz 


4- 


• F- 


Pro- 


1,1- 


diMe- 


2- 


•HOPr- 


NH- 


35 


1678 


3-Pyr-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1- 


diMe- 


2- 


-HOPr- 


•NH- 


1679 


4-Pyr-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1- 


•diMe- 


2- 


•HOPr- 


NH- 




1680 


4-MeO-2-Quin-C0- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 




1681 


2-Np-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1- 


diMe- 


2- 


•HOPr- 


NH- 


40 


1682 


1-Np-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 




1683 


2-Bfur-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 




1684 


3-Bfur-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 




1685 


5-Bu-2-Pyr-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 


45 


1686 


4-HO-2-Quin-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 




1687 


3-HO-2-Quix-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 




diMe- 


2- 


HOPr- 


NH- 




1688 


1-Np-Sfo- 


f CarCH 2 


Bz 


4- 


F- 


Pro- 


l,l r - 


diMe- 


2- 


HOPr- 


NH- 


50 


1689 


2-Np-Sfo- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1,1- 


diMe- 


2- 


HOPr- 


NH- 



I 
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Table x (cg^r) 



Cpd. R J 
No. 



10 





1742 


3-Quin-CO- 


MeOCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 




1743 


3-Quin-CO- 


MecCH 2 CH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 


15 


1744 


3-Quin-CO- 


MecCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 




1745 


2-Bfur-CO- 


MeSOCH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 




1746 


2-Bfur-CO- 


MeS0 2 CH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 


20 


1747 


2-Bfur-CO- 


MeOCH 2 


Bz 


4 


-P- 


Pro- 


£BuNH- 


1748 


2-Bfur-CO- 


MecCH 2 CH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 




1749 


2-Bfur-CO- 


MecCH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 




1750 


3-Bfur-CO- 


MeSOCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 


25 


1751 


3-Bfur-CO- 


MeS0 2 CH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 




1752 


3-Bfur-CO- 


MeOCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 




1753 


3-Bfur-CO- 


MecCH-CH- 
2 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 


30 


1754 


3-Bfur-CO- 


MecCH 2 


Bz 


4 


-F- 


Pro- 


t^BuNH- 


1755 


3-Ind-CO- 


MeSOCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 




1756 


3-Ind-CO- 


MeS0 2 CH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 




1757 


3-Ind-CO- 


MeOCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 


35 


1758 


3-Ind-CO- 


MecCH 2 CH 2 


BZ 


4 


-F- 


Pro- 


£BuNH- 




1759 


3-Ind-CO- 


MecCH 2 


BZ 


4 


-F- 


Pro- 


tBuNH- 




1760 


Mph-O-Ac- 


MeSOCH 2 


BZ 


4 


-F- 


Pro- 


£BuNH- 


40 


1761 


Mph-O- Ac- 


MeS0 2 CH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 


1762 


I^5h-0-Ac- 


MeOCH 2 


Bz 


4 


-F- 


Pro- 


£JBuNH- 




1763 


Mph-O-Ac- 


MecCH 2 CH 2 


Bz 


4 


-F- 


Pro- 


£BuNH- 




1764 


Mph-O-Ac- 


MecCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 


45 


1765 


5-NH 2 -AcO-2- 


MeSOCH 2 


Bz 


4 


-F- 


Pro- 


tBuNH- 






Ind-CO- 














1766 


5-NH 2 -AcO-2- 
Ind-CO- 


MeS0 2 CH 2 


Bz 


4 


-F- 


Pro- 


jtBuNH- 



50 
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Tfrfrlg l (conn-) 



10 



15 



20 



25 



30 



35 



40 



45 



50 



Cpd.' 
No. 


1 

R 


•5 

R 


R 4 




Z 




R 5 


1767 


5-NH 2 -AcO-2- 


MeOCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 




Ind-CO- 














1768 


5-NH 2 -AcO-2- 


MecCH 2 CH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 




Ind-CO- 














1769 


5-NH 2 -AcO-2- 


MecCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 




Ind-CO- 












1770 


4-NH 2 -PhoAc - 


MeS0CH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1771 


4-NH 2 -PhoAc- 


MeS0 2 CH 2 


Bz 


4- 


F- 


Pro- 


£BuNH- 


1772 


4-NH 2 -PhoAc- 


MeOCH 2 


Bz 


4- 


F- 


Pro- 


JtBuNH- 


1773 


4-NH 2 -PhoAc- 


MecCH 2 CH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1774 


4-NH 2 -PhoAc- 


MecCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1775 


4- [BzcNH] -PhoAc 


MeS0CH 2 


Bz 


4- 


F- 


Pro- 


£BuNH- 


1776 


4- [BzcNH] -PhoAc 


MeS0 2 CH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1777 


4- [BzcNH] -PhoAc 


MeOCH 2 


Bz - 


4- 


F- 


Pro- 


tBuNH- 


1778 


4- [BzcNH] - PhoAc 


MecCH 2 CH 2 


Bz 


4- 


F- 


Pro- 


£BuNH- 


1779 


4- [BzcNH] - PhoAc 


MecCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 


1780 


4- [MorAc-NMe] - 


MeS0CH 2 


Bz 


4- 


F- 


Pro- 


< £BuNH- 




PhoAc - 














1781 


4- [MorAc-NMe] - 


MeS0 2 CH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 




PhoAc - 












1782 


4- [MorAc-NMe] - 


MeOCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 




PhoAc - 














1783 


4- [MorAc-NMe] - 


MecCH 2 CH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 




PhoAc- \ 












1784 


4- [MorAc-NMe] - 


MecCH 2 


Bz 


4- 


F- 


Pro- 


tBuNH- 




PhoAc - 














1785 


4-MeO-Bzc 


CarCH 2 


Bz 


4- 


F- 


Pro- 


£BuNH- 


1786 


Bzc 


Me 2 NCH 2 


Bz 


4- 


I- 


Pro- 


£BuNH- 
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Tfrftle l (copt.) 



10 


Cpd. 

NO. 


R 


R 3 


R 4 






Z 






R 5 










1690 


BOZ 


carCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 


15 


1691 


Bz-NHCO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr- 


NH- 




1692 


Bz-NHCS- 


CarCH 2 


Bz 


4- 


F- 


Pro - 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




1693 


2-Ind-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 


20 


1694 


3-Ind-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro - 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 


1695 


tBoc 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr- 


NH- 




1696 


2-Pyrd-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




1697 


2 -Pip -CO - 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr- 


NH- 


25 


1698 


2-Thi-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 


1699 


MeOCOCO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr- 


NH- 




1700 


PhoAc- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




1701 


MPhoAc- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 


30 


1702 


3-Bzisox-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




1703 


2-Bzim-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




1704 


N-Me-3-lnd-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




1705 


2-Bzthiaz-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 


35 


1706 


2-Bzoxaz-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




1707 


5-MeO-2-Ind-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr- 


NH- 




1708 


5-HO-2-Ind- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 


40 




CO- 
























1709 


5 -AcO- 2 -lad- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 






CD- 
























1710 


s' H 2 NAcO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 


45 




2-Ind-CO- 
























1711 


5-Bzim-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


•NH- 




1712 


(2-NpO) Ac- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


l, 


1 


-diMe- 


2 


-HOPr- 


NH- 




1713 


(l-NpO)Ac- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


-NH- 


50 


1714 


1-NpOCO- 


CarCH 2 


Bz 


4- 


F- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


-NH- 
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Table 1 ( rpnV } 



15 



30 



35 



40 



45 



Cpd . 
No . 


R l 


D 3 
R 


4 

R 


Z 


R 5 








^ ~ WptJUU - 


CarCH 2 


Bz 


4-F-Pro- 


1,1-diMe- 


2 


-HOPr-NH- 


1716 


U rTHrTlO J - 


CarCH 2 


Bz 


4-F-Pro- 


1,1-diMe- 


2 


-HOPr-NH- 




Ac - 












1717 


Bzc 


CarCH 2 


4-Br-Bz 


4-F-Pro- 


£BuNH- 






1 7*1 Q 
J. / J- 0 


2 -Quix-CO- 


CarCH 2 


4-Br-Bz 


4-F-Pro- 


£BuNH- 






T 71 Q 

-L / j.y 


Bzc 


CarCH 2 


4-MeOBz 


4-F-Pro- 


tBuNH- 






1720 


4 - yuxx-co- 


CarCH 2 


4-MeOBz 


4-F-Pro- 


£BuNH- 








Bzc 


CarCH 2 


4-Me-Bz 


4-F-Pro- 


tBuNH- 








2 -Quix-CO- 


CarCH 2 


4-Me-Bz 


4-F-Pro- 


]:BuNH- 






1723 


Bzc 


CarCH 2 


£HxCH 2 


4-F-Pro- 


£BuNH- 






J. / z4 


2 -Quix-CO- 


CarCH 2 


£HxCH 2 


4-F-Pro- 


tBuNH- 






1 TO C 

J. /*sd 


Bzc 


MeSOCH 2 


Bz 


4-F-Pro- 


tBuNH- 








Bzc 


MeS0 2 CH 2 


Bz 


4-F-Pro- 


tBuNH- 






X /Z / 


Bzc 


MeOCH 2 - 


Bz 


4-F-Pro- 


tBuNH- 






.1 77Q 


n _ _ 
oZC 


MecCH 2 - 


Bz 


4-F-Pro- 


£BuNH- 






















1729 


Bzc 


MecCH 2 


Bz 


4-F-Pro- 


£BuNH- 






1730 


2-Quix-CO- 


MeSOCH 2 - 


Bz 


4-F-Pro- 


tBuNH- 






1731 


2-Quix-CO- 


MeS0 2 CH 2 


Bz 


4-F-Pro- 


tBuNH- 






1732 


2-Quix-CO- 


MeOCH 2 


Bz 


4-F-Pro- 


£BuNH- 






1733 


2-Quix-CO- 


MecCH 2 CH 2 


Bz 


4-F-Pro- 


tBuNH- 






1734 


2-Quix-CO- 


MecCH 2 


Bz 


4-F-Pro- 


tBuNH- 






1735 


2-Quin-CO- 


MeS0CH 2 


Bz 


4-F-Pro- 


tBuNH- 






1736 


2-Quin-CO- 


MeS0 2 CH 2 


Bz 


4-F-Pro- 


tBuNH- 






1737 


2-Quin-CO- 


MeOCH 2 


Bz 


4-F-Pro- 


£BuNH- 






1738 


2-Quin-CO- 


MecCH 2 CH 2 


Bz J 


4-F-Pro- 


£BuNH- 


i 




1739 


2-Quin-CO- 


MecCH 2 


Bz* 


4-F-Pro- 


tBuNH- 






1740 


3-Quin-CO- 


MeSOCH 2 


Bz 


4-F-Pro- 


£BuNH- 






1741 


3-Quin-CO- 


MeS0 2 CH 2 


Bz 


4-F-Pro- 


tBuNH- 







50 
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Table 




(cc?nt. ) 




5 
















Cpd. 




•a 

R 


A 

R 


Z 


R 5 




NO. 












10 


1787 


Bzc 


2-CarEt 


Bz 


4-I-Pro- 


tBuNH- 




1788 


Bzc 


CNCH 2 


Bz 


4-I-Pro- 


tBuNH- 


15 


1789 


Bzc 


iPr 


Bz 


4-I-Pro- 


tBuNH- 




1790 


Bzc 


tBu 


Bz 


4-I-Pro- 


tBuNH- 




1791 


Bzc 


diMeCarCH 2 


Bz 


4-I-Pro- 


tBuNH- 


20 


1792 


Bzc 


MorCOCH 2 


Bz 


4 - I - Pro- 


£BuNH- 




1793 


Bzc 


PipCOCH 2 


Bz 


4-I-Pro- 


£BuNH- 




1794 


Bzc 


2-NH 2 -Et 


Bz 


4-I-Pro- 


t^BuNH- 




1795 


Bzc 


3-NH 2 -Pr 


Bz 


4-l-Pro- 


tBuNH- 


25 


1796 


Bzc 


MeCarCH 2 


Bz 


4-I-Pro- 


£BuNH- 




1797 


Bzc 


StCarCH 2 


Bz 


4 -I- Pro- 


JtBuNH- 




1798 


Bzc 


H 


Bz 


4-I-Pro- 


tBuNH- 


30 


1799 


Bzc 


HOCH 2 


Bz 


4-I-Pro- 


£BuNH- 


1800 


Bzc 


4-ThizCH 2 


BZ 


4-I-Pro- 


tBuNH- 




1801 


Bzc 


4 - ImidCH 2 


Bz 


4-I-Pro- 


tBuNH- 




1802 


Bzc 


COOH-CH 2 


Bz 


4-I-Pro- 


JtBuNH- 


35 


1803 


Bzc 


2-COOH-Et 


Bz 


4- I-Pro- 


£BuNH- 




1804 


Bzc 


MeSCH 2 


Bz 


4-I-Pro- 


£BuNH- 




1805 


Bzc 


SamCH 2 


Bz 


4-l-Pro- 


tBuNH- 


40 


1806 


Bzc 


Bz 


Bz 


4-I-Pro- 


£BuNH- 


1807 


Bzc 


SimCH 2 


Bz 


4-I-Pro- 


£BuNH- 




1808 


Bzc 


HiaCH 2 


Bz 


4-I-Pro- 


£BuNH- 




1809 


Bzc 


2-Sim-Et 


Bz 


4 - I - Pro- 


tBuNH- 


45 


1810 


Bzc 


2-Hia-Bt 


Bz 


4 -I- Pro- 


£BuNH- 




1811 


Bzc 


NH 2 CH 2 


Bz 


4 -I- Pro- 


£BuNH- 




1812 


Bzc 


MeNHCH 2 


Bz 


4-I-Pro- 


tBuNH- 


50 


1813 


2-Quix-CO- 


2-Car-Et 


Bz 


4-l-Pro- 


£BuNH- 


1814 


2-Quix-CO- 


CNCH 2 


Bz 


4-I-Pro- 


tBuNH- 
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Table 1 (cont- ) 

5 __ 

No. 



10 





1815 


2 


-Quix- CO - 


J. C XT 


D _ 
DZ 


4 - 


- 1 


- Pro- 


tBuNH- 




1816 


2 


- Qui v - PO - 


CPU 


Bz 


4- 


-I« 


•Pro- 


tBuNH- 


15 


1817 


2 


- Quix- CO * 


(JL -LITIS ci. XljA^ 


Bz 


4- 


-I- 


-Pro- 


tBuNH- 




1818 


2 


- Qu, xx - CO - 


KMJ XT V— W ^-"2 


Bz 


4- 


• I- 


•Pro- 


tBuNH- 




1819 


2 


- Ouix-CO- 




Bz 


4 - 


■I- 


Pro- 


^BuNH- 


20 


1820 


2 


Ul X. A \* W 


o _ ■vrrj rp*~ 
4 - Wxl^ - EC 


Bz 


4- 


•I- 


•Pro- 


tBuNH- 




1821 


2 




"5 1VTTT TIm 

-i -nh^ - Pi? 


Bz 


4- 


-I- 


Pro- 


tBuNH- 




1822 


2 


-Quix- CO - 


Kits ^.dxT^xl^ 


Bz 


4- 


■ I- 


Pro- 


^BuNH- 




1823 


2 


- On i5e - CO - 




Bz 


4- 


I- 


Pro- 


^BuNH- 


25 


1824 


2 




XT 


Bz 


4 - 


I- 


Pro- 


tBuNH- 




1825 


2 


- Oi i "i y - ro _ 




Bz 


4- 


I- 


Pro- 


tBuNH- 




1826 


2 






Bz 


4- 


I- 


Pro- 


£BuNH- 


30 


1827 


2 


- Quix- CO - 


4 - ImidCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 


1828 


2 


- Quix- CO - 


C00H-CH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 




1829 


2 


- Quix- CO - 


2-COOH-Et 


Bz 


4- 


I- 


Pro- 


tBuNH- 




1830 


2 


- Quix- CO - 


MeSCH 0 


Bz 


4- 


I- 


Pro- 


^BuNH- 


35 


1831 


2 


- Quix- CO - 


SamCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 




1832 


2 


- Quix- CO - 


Bz 


Bz 


4- 


I- 


Pro- 


tBuNH- 




1833 


2 


- Quix- CO - 


SimCH 2 


Bz 


4- 


I- 


Pro- 


£BUNH- 




1834 


2 


-Quix- CO - 


HiaCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 


40 


1835 


2 


-Quix- CO- 


2-Sim-Et 


Bz 


4- 


I- 


Pro- 


LBuNH- 




1836 


2 


-Quix-CO- 


2-Hia-Et 


Bz 


4- 


I- 


Pro- 


tBuNH- 




1837 


2 


-Quix-CO- 


NH 2 CH 2 . 


Bz 


4- 


I- 


Pro- 


^BuNH- 


45 


1838 


2 


- Quix- CO - 


MeNHCH 2 


, BZ 


4- 


I- 


Pro- 


tBuNH- ; 




1839 


2< 


-Quix-CO- 


Me 2 NCH 2 


« Bz 


4- 


I- 


Pro- 


tBuNH- ! 




1840 


3 


-Quin-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


^BuNH- 




1841 


4- 


- Quirt -CO - 


CarCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 


50 


1842 


2 


-Pyr-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


^BuNH- 


55 






i 
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Table 


1, 


( cont . ) 




3 
















Cpd. 


R 1 


R 3 


R 4 


Z 


R 5 


10 


No. 














1843 


3-Pyr-CO- 


CarCH- 
2 


Bz 


4 - I - Pro - 


£BuNH- 


15 


1844 


4-Pyr-CO- 


CarCH^ 
2 


Bz 


4 - I - Pro - 


J£BuNH- 


1845 


4-MeO-2-Quin-CO- 


CarCH- 
2 


Bz 


4-I-Pro- 


£BuNH- 




1846 


2-Np-CO- 


CarCH- 
2 


Bz 


4-I-Pro- 


£BuNH- 




1847 


1-Np-CO- 


CarCH- 
2 


Bz 


4 - I - Pro - 


£BuNH- 


20 


1848 


2-Bfur-CO- 


CarCH- 
2 


Bz 


4-1- Pro - 


tBuNH- 




1849 


3-Bfur-CO- 


CarCH- 
2 


Bz 


4-I-Pro- 


tBuNH- 




1850 


5-Bu-2-Pyr-CO- 


CarCH- 
2 


Bz 


4-I-Pro- 


£BuNH- 


25 


1851. 


4-HO-2-Quin-CO- 


CarCH- 
2 


Bz 


4-I-Pro- 


tBuNH- 


1852 


3-HO-2-Quix-CO- 


CarCH- 
2 


Bz 


4-I-Pro- 


£BuNH- 




1853 


1-Np-Sfo- 


CarCH- 
2 


Bz 


4 - I - Pro - 


£BuNH- 




1854 


2-Np-Sfo- 


CarCH^ 
2 


Bz 


4-l-Pro- 


tBuNH- 


30 


1855 


Boz 


CarCH 0 
2 


Bz 


4-I-Pro- 


tBuNH- 




1856 


Bz-NHCO- 


CarCH 0 
2 


Bz 


4-I-Pro- 


tBuNH- 




1857 


Bz-NHCS- 


CarCH- 
2 


BZ 


4- I-Pro- 


tBuNH- 


35 


1858 


3-Ind-CO- 


CarCH- 
2 


Bz 


4-I-Pro- 


tBuNH- 


1859 


2-Pyrd-CO- 


CarCH- 
2 


Bz 


4-I-Pro- 


tBllNH- 




1860 


2-Pip-CO- 


CarCH 0 
2 


Bz 


4-I-Pro- 


tBuNH- 




1861 


2-Thi-CO- 


CarCH- 


Bz 


4-I-Pro- 


tBuNH- 


40 


1862 


MecCO- 


CarCH 2 


Bz 


4 -I- Pro - 


£BuNH- 




1863 


PhoAc- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 




1864 


3 -Bzisox-CO- 


CarCH 2 


Bz 


4 -I -Pro- 


£BuNH- 


45 


1865 


2-Bzim-CO- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 


1 1866 


N - Me - 3 - Ind - CO - 


CarCH 2 


Bz 


4-l-Pro- 


£BuNH- 




1867 


2-Bzthiaz-CO- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 




1868 


2-Bzoxaz-CO- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 


50 


1869 


5-MeO-2-Ind-CO- 


CarCH 2 


Bz 


4-I-Pro- f 


tBuNH- 




1870 


5-HO-2-Ind-CO- 


CarCH 2 


Bz 


4-l-Pro- 


tBuNH- 
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Table 1 (confc.) 



10 


Cpd. 

NO. 


i 

R 


R 3 


R 4 


2 


R 5 






1871 


5-AcO-2-Ind-CO- 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 




15 


1872 


5-H 2 NAcO-2- 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 








Ind-CO- 














1873 


5-Bzim-CO- 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 






1874 


(2-NpO)Ac- 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 




20 


1875 


(l-NpO)AC- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 






1876 


1-NpOCO- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 






1877 


2-NpOCO- 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 






1878 


(3-PhPho) Ac- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- , 




25 


1879 


2-Quix-CO- 


CarCH 2 


Bz 


4-I-Pro- 


3-HOPr-NH- 






1880 


2-Quix-CO- 


CarCH 2 


BZ 


4-l-Pro- 


BuNH- 






1881 


2-Quix-CO- 


CarCH 2 


Bz 


4-I-Pro- 


tBuO- 




30 


1882 


2-Quix-CO- 


CarCH 2 


Bz 


4-I-Pro- 


l,l-diMe-2 


-HOEt-NH- 




1883 


Bzc 


CarCH 2 


Bz 


4-I-Pro- 


3-HOPr-NH- 






1884 


Bzc 


CarCH 2 


Bz 


4-I-Pro- 


BuNH- 






1885 


Bzc 


CarCH 2 


Bz 


4-l-Pro- 


tBuO- 




35 


1886 


Bzc 


CarCH 2 


Bz 


4-I-Pro- 


l,l-diMe-2 


-HOEt-NH- 




1887 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


4 -I- Pro- 


tBuNH- 






1888 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


4-l-Pro- 


£BuNH- 






1889 


2,3-diNH 2 - 


CarCH 2 


Bz 


4- I-pro- 


tBuNH- 




40 




Pho-Ac- 














1890 


2,4- diNH 2 - 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 








Pho-Ac- 














1891 


4-NH 2 -Ph.-CO- 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 




45 


1892 


4-NH 2 -Bzc 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 






1893 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 






1894 


4- [Me (Bz) N] - 


CarCH 2 


Bz 


4-I-Pro- 


t^BuNH- 





PhoAc - 



50 
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Table 1 ffqn.) 



Cpd. R 1 R 3 r 4 z r5 



10 No - 





X895 


4-Mor-PhoAc- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 










1896 


4- [N-Bz-Pipr] - 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 












PhoAc - 
















1897 


4- [MeNH] -PhoAc- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 










1898 


4- [ (4'Me-Bzc) - 


CarCH 2 


Bz 


4-l-Pro- 


tBuNH- 








20 




NHj -PhoAc- 


















1899 


4- [tBoc-NH] - 


CarCH 2 


Bz 


4-T-Pro- 


£BuNH- 












PhoAc - 
















1900 


4- [£Boc-NMe] - 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 








25 




PhoAc - 
















1901 


4- [Gly-NH] - PhoAc - 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 










1902 


4- [Gly-NMe] - 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 












PhoAc - 
















30 


1903 


4- [ (N-Me-Gly) - 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 












NMe] - PhoAc - 


















1904 


4- [(N-£Boc-Gly) - 


CarCH 2 


Bz 


4 -I- Pro - 


£BuNH- 








35 




NMe] - PhoAc - 














1905 


4- [ (H-£Boc -N-Me- 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 












Gly) NMe] - PhoAc - 


















1906 


Boc 


CarCH 2 


Bz 


4-I-Pro- 


tBuNH- 








40 


1907 


4- [ (BrAc) NMe] - 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 












PhoAc - 


















1908 


4- [ (4' -Meo- 


CarCH 2 


Bz 


4-I-Pro- 


JtBuNH- 












Bzc)NH] - PhoAc - 
















45 


1909 


N-Me-4-PipO-Ac- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 










1910 


4-NH 2 -£HxO-Ac- 


CarCH 2 


Bz 


4-I-Pro- 


£BuNH- 










1911 


4-NH 2 -PhoAc- 


CarCH 2 


Bz 


4-I-Pro- . 


1,1-diMe- 


2 


-HOEt 


-NH- 




1912 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


4-i-Pro- 


1,1-diMe- 


2 


-HOEt 


-NH- 


50 


1913 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


4-I-Pro- 


1, 1-diMe- 


2 


-HOEt 


-NH- 
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Table l (ronf , ) 

5 



10 


Cpd. 
No. 


R 1 


R 3 


c 4 

R 






Z 




~5 
R 










1914 


2,3-diNH - Phn- 


CarCH 2 


Bz 


4 


-I 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 






AC 




















15 


1915 


2 , 4 - diNH^ - Pho - 


carcH 2 


BZ 


4 


-I 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 






Ac- 


























4-mi 2 -Pn-CO- 


CarCH 2 


Bz 


4 


-I 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 


20 


1917 


4 -NH -Bzc 




Bz 


4 


-I 


-Pro- 


1,1 


-diMe 


-2 


-HOEt 


-NH- 




1Q1Q 


4 - Me 2 N- PhoAc - 


CarCH 2 


Bz 


4 


-I 


-Pro- 


1,1 


-diMe- 


-2 


-HOEt 


-NH- 




1919 


4 - TMe (Bz) Mi - 


CarCH 2 


Bz 


4- 


-I 


-Pro- 


1,1 


-diMe- 


-2 


-HOEt 


-NH- 






4 - Mor - PhoAc - 


CarCH 2 


Bz 


4- 


-I 


-Pro- 


1,1 


-diMe- 


-2 


-HOEt 


-NH- 


25 


1921 


4- fN-Bz-P-i -n-rl - 


CarCH 2 


Bz 


4- 


-I- 


-Pro- 


1.1- 


-diMe- 


■2 


-HOEt 


-NH- 






PhoAc - 
























1922 


4- [MeNHl -PhnAr- 


ca.xUxi 2 


Bz 


4 - 


'I- 


-Pro- 


1,1- 


-diMe- 


-2 


-HOEt 


-NH- 




1923 


4 - [ (4 ' Me - Bzr } - 


CarCH 2 


Bz 


4- 


- 1- 


-Pro- 


1,1- 


-diMe- 


•2- 


-HOEt- 


-NH- 


30 




rexij - PnoAc - 
























1924 


4- fBzcNHl -Phir>ar»- 


L.airUxi 2 


Bz 


4 - 


I- 


•Pro- 


1,1- 


-diMe- 


2- 


-HOEt- 


NH- 




1925 


4- [tBoc-NH] - 


CarCH^ 
2 


Bz 


4 - 


I- 




i # 1- 


- aiMe - 


•2 - 


- HOEt - 


■NH- 


35 




PhoAc - 




















1926 


4- [£Boc-NMe] - 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1,1- 


•diMe- 


2- 


HOEt- 


NH- 






PhoAc - 
























1927 


4- [Gly-NH] - 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1,1- 


•diMe- 


2- 


■HOEt- 


NH- 


40 




PhoAc - 
























1928 


4- [Gly-NMe] - 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1,1- 


diMe- 


2- 


HOEt- 


NH- 






PhoAc - 




















45 


1929 


Boc 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1,1- 


diMe- 


2- 


HOEt- 


NH- 


1930 


4- [(N-tBoc- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1,1- 


diMe- 


2- 


HOEt- 


NH- 






Gly ) NMe ] - PhoAc - 






















1931 


4- [ (N-tBoc-NMe- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1,1- 


diMe- 


2- 


HOEt- 


NH- 






Gly) NMe] - PhoAc - 






















50 
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Cpd . 




P 3 


p 4 

R 






Z 






D 5 
R 






No • 
























i o *a o 


A X 1 VT Ma /-» t , , \ 

4-i iw-Me-Gly) - 


CarCH 2 


Bz 


4- 


I - 


Pro- 


1. 


1 


-diMe- 


2 


-HOEt-NH- 


























4 - L I 13 IT AC J WMe J - 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1. 


1 


- diMe - 


2 


-HOEt-NH- 
























-L i7 J *± 


a - r f A ' • Man - 


Ucirv-M 2 


BZ 


4 - 


I - 


Pro- 


I, 


1 


- diMe - 


2 


-HOEt-NH- 




in - we- 4 - pxpu - AC - 


CarCH 2 


Bz 


4 - 


I - 


Pro- 


I* 


1 


-diMe- 


2 


-HOEt-NH- 


1 Q 1 C 


4 - Nhj - C_flXO - AC - 


CarCH 2 


Bz 


4 - 


I - 


Pro- 




1 


-diMe- 


2 


-HOEt-NH- 




s - i vPaOiAC ; wms j - 


CarCH 2 


Bz 


4 - 


I - 


Pro- 


If 


1 


- diMe - 


2 


-HOEt-NH- 




PhoAc- 






















4 - Nn« - PxlQAC - 


CarCH 2 


Bz 


4- 


I - 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr-NH- 


i q^q 


J lNil^ rflQAC 


Cax , CH 2 


Bz 


4- 


I - 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr-NH- 


1940 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


I, 


l 


-diMe- 


2 


-HOPr-NH- 


1941 


2,3-diNH 2 -Pho- 
Ac- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


- HOPr-NH- 


1942 


2,4-diNH 2 -Pho- 


CarCH 2 


Bz 


4- 


I- 


Pro~ 


1, 


1 


-diMe- 


2 


-HOPr-NH- 




Ac- 




















1943 


4-NH 2 -Ph-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr-NH- 


1944 


4-NH 2 -BzC 


CarCH 2 


Bz 


4- 


I- 


Pro- 


If 


1 


-diMe- 


2 


-HOPr-NH- 


1945 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


if 


1 


-diMe- 


2 


-HOPr-NH- 


1946 


4-[Me(Bz)N]- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


- HOPr-NH- 




PhoAc - 




















1947 


4-Mor-PhoAc- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr-NH- 


1948 


4-Bz-Pipr-Pho- 
Ac- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


If 


1 


-diMe- 


2 


-HOPr-NH- 


1949 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr-NH- 


1950 


4- E (4' -Me-Bzc) - 
NH] -PhoAc- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr-NH- 
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Table 1 (cont. ) 



Cpd. R J 
No. 



IT 



R 



1951 4- [BzcNH] -PhoAc- CarCH 

1952 4- [tBoc-NH] -Pho- CarCR 

Ac- 

1953 4- fcBoc-NMe] - CarCH 

PhoAc - 

1954 4-[Gly-NH]- CarCH 2 

PhoAc - 

1955 4- [Gly-NMe] - Pho- CarCH 2 

Ac- 

1956 4- [N- Me -Gly) - CarCH 2 

NMe] - PhoAc - 

1957 4-[(N-tBoc- CarCH 2 

Gly) NMe] - PhoAc - 

1958 4- [ (N-£Boc-NMe- CarCH 2 

Gly ) NMe ] - PhoAc - 

1959 Boc CarCH 2 
t 1960 4- [ (BrAc) NMe] - CarCH 2 

PhoAc - 

1961 4- [ (4' -MeO-Bzc) - CarCH 2 

NH] - PhoAc - 

1962 N-Me-4-PipO-Ac- CarCI^ 

1963 4-NH 2 - S HxO-Ac- CarCH 2 

1964 4- [ (MorAc) NMe] - CarCH 2 

PhoAc- . 



1965 2-Quin-CO- 

1966 3-Quin-CO- 

1967 4-Quin-CO- 

1968 2-Pyr-CO- 



CarC^ 
CarCH 2 
CarCH 2 
CarCH^ 



Bz 4-1- Pro- 
Bz 4-1- Pro- 



1, l-diMe-2 - HOPr-NH- 
lf l-diMe-2-H0Pr-NH- 



C 2 Bz 4-I-Pro- l,l-diMe-2-H0Pr-NH- 

Bz 4-I-Pro- l,l-diMe-2-H0Pr-NH- 

Bz 4-I-Pro- 1, l-diMe-2-H0Pr-NH- 

Bz 4-I-Pro- l,l-diMe-2-H0Pr-NH- 

Bz 4-I-Pro- l,l-diMe-2-H0Pr-NH- 

Bz 4-I-Pro- 1, l-diMe-2-H0Pr-NH- 



Bz 4-I-Pro- 
Bz 4-I-Pro- 



l,l-diMe-2-H0Pr-NH- 
1, l-diMe-2-H0Pr-NH- 



Bz 4-I-Pro- l,l-diMe-2-H0Pr-NH- 



Bz 4-I-Pro- 

Bz 4-I-Pro- 

Bz 4-l-Pro- 

l 

Bz 4-I T Pro- 

Bz 4-I-Pro- 

Bz 4-I-Pro- 

Bz 4-l-Pro- 



1, l-diMe-2-H0Pr-NH- 
1, l-diMe-2-H0Pr-NH- 
1, l-diMe^-HOPr-NH- 
lf l-diMe-2-H0Et-NH- 
1, l-diMe-2-H0Et-NH- 
1, l-diMe-2-H0Et-NH- 
1, l-diMe-2 -HOEt-NH- 
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10 

NO 



Tabis i (com-,,) 

Cpd. R 1 r 3 R 4 2 ^5" 



f5 1969 3-Pyr-CO- CarCH 2 

1970 4-Pyr-CO- CarCH 2 

1971 4-MeO-2-Quin- CarCH 2 

co- 

20 1972 2-Np-CO- CarCH 2 

1973 1-Np-CO- CarCH 2 

1974 2-Bfur-CO- CarCH 2 

1975 3-Bfur-CO- CarCH 2 
25 1976 5 -Bu-2-Pyr-CO- CarCH 2 

1977 4-HO-2-Quin-CO- CarCH 2 

1978 3-HO-2-Quix-CO- CarCH 2 

1979 1-Np-Sfo- CarCH 2 

1980 2-Np-Sfo- CarCH 2 

1981 Boz CarCH 2 

1982 Bz-NHCO- CarCH 2 
35 1983 Bz-NHCS- CarCH 2 

1984 2-Ind-CO- CarCH 2 

1985 3-Ind-CO- CarCH 2 

1986 tBoc CarCH 2 
40 198 7 2-Pyrd-CO- CarCH 2 

1988 2.Pip-CO- -CarCH 2 

1989 2-Thi-CO- CarCH 2 

1990 MecCO- CarCH 2 
45 1991 PhoAc- CarCH 2 

1992 MPhoAc - CarCH 2 

1993 3-Bzisox-CO- CarCH 2 

1994 2-Bzim-CO- CarCH 2 

1995 N-Me-3-Ind-CO- CarCH 2 



55 



Bz 


4 - 


I- 


•Pro- 


1, 1 


-diMe- 


-2 


-HOEt 


-NH- 


BZ 


4 - 


•I-Pro- 


1. 1 


- diMe - 


■2 


-HOEt 


-NH- 


X3Z 


4 - 


I . 


• Pth — 


1, 1 


- diMe - 


2 


-HOEt 


-NH- 


oZ 


4 - 


I - 




1, 1 


-diMe- 


•2 


-HOEt 


-NH- 


oZ 


4 - 


I- 


Jtr J_ <J 


1, 1 


-diMe- 


2 


-HOEt 


-NH- 


ta _ 
cZ 


4 - 


T - 


Pro - 


I* 1 


-diMe- 


2 


-HOEt 


-NH- 


UZ 


A 

4 - 


T 

1 " 


Pro- 


1, 1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 - 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4 - 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


BZ 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Prd- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


- HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz- 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


- diMe - 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


■NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOEt 


-NH- 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


- HOEt 


-NH- 



99 



EP0 587 311 A1 

Tab]* 1 fnrvnf | 



CP d - R 1 R 3 R 4 ~~~ Z R 5 

No. 



1996 


2-Bzthiaz-CO- 


CarCH 2 


Bz 


1997 


2-Bzoxaz-CO- 


CarCH 2 


Bz 


1998 


5-MeO-2-Ind-CO- 


CarCH 2 


Bz 


1999 


5-H0-2-Ind-C0- 


CarCH 2 


Bz 


2000 


5-AcO-2-Ind-C0- 


CarCH 2 


Bz 


2001 


5-NH 2 AcO-2- 
Ind-CO- 


CarCH 2 


Bz 


2002 


5-Bzim-C0- 


CarCH 2 


Bz 


2003 


(l-NpO)Ac- 


CarCH 2 


Bz 


2004 


1-NpOCO- 


CarCH 2 


Bz 


2005 


2-NpOCO- 


CarCH 2 


Bz 


^uuo 


\ J - rnptio ) Ac - 


CarCH 2 


Bz 


2007 


(2-NpO) Ac- 


CarCH 2 


Bz 


2008 


Bzc 


CarCH 2 


Bz 


2009 


2-Quix-CO- 


CarCH 2 


Bz 


2010 


2-Quin-CO- 


CarCH 2 


Bz 


2011 


3-Quin-CO- 


CarCH 2 


Bz 


2012 


4-Quin-CO- 


CarCH 2 
CarCH 2 


Bz 


2013 


2-Pyr-CO- 


Bz 


2014 


3-Pyr-CO- 


CarCH 2 


Bz 


2015 


4- Pyr- C0- 


CarCH 2 


Bz 


2016 


4-MeO-2-Quin- 


CarCH 2 


Bz 




CO- 




2017 


2-Np-CO- 


CarCH 2 


Bz 


2018 

> 


1-Np-CO- 


CarCH 2 { 
CarCH 2 


Bz 


2019 


2-Bfur-CO- 


Bz 


2020 


3-Bfur-CO- 


CarCH 2 


Bz 


2021 


S-Bu-2 -Pyr-CO- 


CarCH 2 


Bz 



4-I-Pro- l,l-diMe-2-HOBt-NH- 
4-I-Pro- 1, l-diMe-2-HOEt-NH- 
4-l-Pro- 1, l-diMe-2-HOEt-NH- 
4-I-Pro- l,l-diMe-2-HOEt-NH- 
4-I-Pro- l,l-diMe-2-HOEt-NH- 
4-I-Pro- 1, l-diMe-2-HOEt-NH- 

4-I-Pro- l,l-diMe-2-HOEt-NH- 
4-I-Pro- l,l-diMe-2-HOEt-NH- 
4 - I - Pro- l,l-diMe-2-HOEt-NH- 
4-l-Pro- l,l-diMe-2-HOEt-NH- 
4- 1- Pro- l,l-diMe-2-HOEt-NH- 
4-I-Pro- l,l-diMe-2-HOEt-NH- 
4-I-Pro- l,l-diMe-2-HOPr-NH- 
4-I-Pro- l,l-d±Me-2-HOPr-NH- 
4 - 1 - Pro- l,l-diMe-2-HOPr-NH- 
4-I-Pro- 1, l-diMe-2-HOPr-NH- 
4-I-Pro- 1, l-diMe-2-HOPr-NH- 
4-I-Pro- l,l-diMe-2-HOPr-NH- 
4-I-Pro- 1, l-diMe-2-HOPr-NH- 
4-I-Pro- l,l-diMe-2-HOPr-NH- 
4-I-Pro- l,l-diMe-2-HOPr-NH- 

4- I- Pro- l,l-diMe-2-HOPr-NH- 

4-I-Pro- l,l-diMe-2-HOPr-NH- 

4-I-Pro- 1 A-diMe-2-HOPr-NH- 

4-I-Pro- l # l-diMe-2-HOPr-NH- 

4-I-Pro- 1, l-diMe-2-HOPr-NH- 
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Table 1 (canr.) 



Cpd. R 1 R 3 R 4 z 5 

10 

NO. 



15 


2022 


4-HO-2-Quin-CO- 


CarCH^ 


Bz 


4- 


I- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr 


-NH- 




2023 


3-HO-2-Quix-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


•NH- 




2024 


1-Np-Sf o- 


CarCH., 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


■NH- 




2025 


2-Np-Sfo- 


CarCH- 


Bz 


4~ 


I- 


Pro - 


1, 


1 


-diMe- 


2 


-HOPr- 


■NH- 


20 


2026 


Boz 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


•NH- 




2027 


Bz-NHCO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr-NH- 




2028 


Bz-NHCS- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1. 


1 


-diMe- 


2 


-HOPr- 


■NH- 


25 


2029 


2-Ind-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


l 


-diMe- 


2 


-HOPr- 


NH- 


2030 


3-Ind-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




2031 


tBoc 


CarCH 2 


Bz 


4- 


I* 


Pro- 


1. 


1 


-diMe- 


2 


-HOPr- 


NH- 




2032 


2-Pyrd-CO- 


CarCH 2 


BZ 


4- 


I- 


Pro- 


1. 


1 


-diMe- 


2 


-HOPr- 


NH- 


30 


2033 


2-Pip-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 


2034 


2-Thi-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1. 


1 


-diMe- 


2 


-HOPr- 


NH- 




2035 


MecCO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1. 


1 


-diMe- 


2 


-HOPr- 


NH- 




2036 


PhoAc - 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1. 


1 


-diMe- 


2 


-HOPr- 


NH- 


35 


2037 


MPhoAc- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




2038 


3-Bzisox-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




2039 


2-Bzim-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




2040 


M-Me-3-Ind-C0- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1. 


1 


-diMe- 


2 


-HOPr- 


NH- 


40 


2041 


2-Bzthiaz-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-diMe- 


2 


-HOPr- 


NH- 




2042 


2 -Bzoxaz-CO- 


. CarCH 2 


Bz 


4- 


I- 


Pro- 


1, 


1 


-d±Me- 


2 


-HOPr- 


NH- 




2043 


5-MeO-2-Ind-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1* 


l 


-diMe- 


2 


-HOPr- 


NH- 


45 


2044 


5-H0-2-Ind-C0- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1. 


1 


-diMe- 


2 


-HOPr- 


NH- 


2045 


5-AcO-2- Ind-CO- 


CarCH 2 


Bz 


4- 


I- 


Pro - 


If 


1 


-diMe- 


2 


-HOPr- 


NH- 




2046 


5-NH 2 AcO-2- 


CarCH 2 


Bz 


4- 


I- 


Pro- 


1,1 


-diMe- 


2 


-HOPr- 


NH- 



Ind-CO- 
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Tafrle 1 



f0 No. 



75 



20 



25 



30 



35 



40 



45 



2047 


5-Bzim-CO- 


CarCH 2 


BZ 


4-l-Pro- 


1, 1-diMe- 


•2 


-HOPr- 


•NH- 


2048 


(2-NpO) Ac- 


^ ar ^ tl 2 


dZ 


4- I-Pro- 


1,1-diMe- 


2 


-HOPr- 


NH- 


2049 


(1-NpO) Ac- 




DZ 


4 - I-Pro- 


1, 1-diMe- 


2 


-HOPr- 


NH- 


2050 


1-NpOCO- 


CarCH 2 


Bz 


4-I-Pro- 


1,1-diMe- 


2 


-HOPr- 


NH- 


2051 


2 - NpOCO - 


^— ctX. L-li.^ 


Bz 


4-I-Pro- 


1, l-diMe- 


2 


-HOPr- 


NH- 


2052 


(3-PhPho)Ac- 


CarCH 2 


Bz 


4-I-Pro- 


lfl-diMe- 


2 


-HOPr- 


NH- 


2053 


Bzc 


2 


4 - Bit - Bz 


4-l-Pro- 


tBuNH- 






2054 


2 - Quix-CO- 


uarcH 2 


4 -Br-Bz 


4 -I- Pro- 


£BuNH- 








2055 


Bzc 


CarCH 2 


4-MeOBz 


4 -I- Pro- 


tBuNH- 








2056 


2-Quix-CO- 


CarCH 2 




4 - I - Pro - 


tBuNH- 








2057 


Bzc 


CarCH 2 


4-Me-Bz 


4-I-Pro- 


£BuNH- 








2058 


2-Quix-CO- 


CarCH 2 


4-Me-Bz 


4-i-Pro- 


£BuNH- 








2059 


Bzc 


CarCH 2 


C.HxCH 2 - 


4-l-Pro- 


tBuNH- 








2060 


2-Quix-CO- 


CarCH 2 


£HxCH 2 - 


4-I-Pro- 


£BuNH- 








2061 


Bzc 


MeSOCH 2 


Bz 


,,4-I-Pro- 
4 - 1 - Pro - 

* 


£BuNH- 








2062 


Bzc 


MeS0 2 - 
OT 2 


Bz , 


£BuNH- 






< 


2063 


Bzc 


MeOCH 2 


Bz 


4-l-Pro- 


£BuNH- 








2064 


Bzc 


MecCH 2 - 
^2 


Bz " 


4-l-Pro- 


tBuNH- 








2065 


Bzc 


MecCH 2 


Bz 


4-I-Pro- 


£BuNH- 








2066 


2-Quix-CO- 


MeSO- 
^2- 


Bz 


4-i-Pro- 


£BuNH- 








2067 


2-Quix-CO- 


MeS0 2 - 
CT 2- 


Bz 


4-I-Pro- 


tBuNH- 








2068 


2-Quix-CO- 


MeOCH 2 


Bz 


4-I-Pro- 


tBuNH- 








2069 


2-Quix-CO- 


MecCH 2 - 
^2 


Bz 


4-l-Pro- 


tBuNH- 
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Table 1 



5 


Cpd. 
No. 


R 1 


R 3 


R 4 




Z 




R 5 


10 




















2070 


2-Quix-CO- 


MecCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 




2071 


2 -Quin- CO - 


MeSOCH 2 


Bz 


4- 


I- 


Pro- 


JtBuNH- 


15 


2072 


2 -Quin- CO - 


MeS0 2 CH 2 


Bz 


4- 


I- 


Pro- 


£BuNH- 




2073 


2 -Quin- CO - 


MeOCH 2 


Bz 


4- 


I- 


Pro- 


j^BuNH- 




2074 


2 -Quin- CO - 


MecCH 2 CH 2 


BZ 


4- 


I- 


Pro- 


tBuNH- 




2075 


2 -Quin- CO - 


MecCH 2 


BZ 


4- 


I- 


Pro- 


tBuNH- 


20 


2076 


3 -Quin- CO - 


MeSOCH 2 


Bz 


4- 


I- 


Pro- 


tLBuNH- 




2077 


3 -Quin-CO- 


MGS02CH2 ' 


Bz 


4- 


I- 


Pro- 


^BuNH- 




2078 


3-Quin-CO- 


MeOCH 2 


BZ 


4- 


I- 


Pro- 


tBuNH- 


25 


2079 


3-Quin-CO- 


MecCH 2 CH 2 


,BZ 


4- 


I- 


Pro- 


tBuNH- 




2080 


3 -Quin- CO - 


MecCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 




2081 


2-Bfur-CO- 


MeSOCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 


30 


2082 


2-Bfur-CO- 


MeS0 2 CH 2 


BZ 


4- 


I- 


Pro- 


£BuNH- 


2083 


2-Bfur-CO- 


MeOCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 




2084 


2-Bfur-CO- 


MecCH 2 CH 2 


Bz 


4- 


I- 


Pro- 


J^BuNH- 




2085 


2-Bfur-CO- 


MecCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 


35 


2086 


3-Bfur-CO- 


MeS0CH 2 


BZ 


4- 


I- 


Pro- 


tBuNH- 




2087 


3-Bfur-CO- 


MeS0 2 CH 2 


Bz 


4- 


I- 


Pro- 


£BuNH- 




2088 


3-Bfur-CO- 


MeOCH 2 


Bz 


4- 


I- 


Pro- 


£,BuNH- 


40 


2089 


3-Bfur-CO- 


MecCH 2 CH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 


2090 


3-Bfur-CO- 


MecCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 




2091 


3-Ind-CO- 


MeS0CH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 




2092 


3-Ind-CO- 


MeS0 2 CH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 


45 


2093 


3-Ind-CO- 


MeOCH 2 


Bz 


4- 


I- 


Pro- 


^BuNH- 




2094 


3-Ind-CO- 


MecCH 2 CH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 




2095 


3-Ind-CO- 


MecCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 


50 


2096 


MPhOAc- 


MeSOCH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 




2097 


MPhOAc- 


MeS0 2 CH 2 


Bz 


4- 


I- 


Pro- 


tBuNH- 
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Table 1 



Cpd. R J 
No. 



MPhOAc - 
MPhOAc- 
MPhOAc- 
5-NH 2 -AcO-2- 



5-NH 2 -AcO-2- 



5-NH 2 -AcO-2- 



5-NH 2 -AcO-2- 



5-NH 2 -AcO-2 



2098 
2099 
2100 
2101 

Ind-CO- 

2102 

Ind-CO- 

2103 

Ind-CO 

2104 

Ind-CO 

2105 

Ind-CO- 
2106 4-NH 2 -PhoAc- 
2107 
2108 
2109 
2110 
2111 
2112 
2113 
2114 
2115 
2116 



2117 



4-NH 2 -PhoAc- 
4-NH 2 -PhoAc- 
4-NH 2 -PhoAc- 
4-NH 2 -PhoAc- 
4- [Bzc-NH] - PhoAc - 
4- [Bzc-NH] - PhoAc - 
4- [Bzc-NH] -PhoAc- 
4- [Bzc-NH] - PhoAc - 
4- [Bzc-NH] -PhoAc 
4-Mor-Ac-NMe- 
PhoAc- 

4-Mor-Ac-NMe- 
PhoAc - 



MeOCH 2 


Bz 


4-I-Pro- 


tBuNH- 


MecCH 2 CH 2 


Bz 


4-l-Pro- 


tBuNH- 


MecCH 2 


Bz 


4 -I- Pro- 


£BuNH- 


MeSOCH 2 


Bz 


4-l-Pro- 


JtBuNH- 


MeS0 2 CH 2 


Bz 


4-I-Pro- 


tBuNH- 


MeOCH 2 


Bz 


4-I-Pro- 


£BuNH- 


MecCH-CH- 


Bz 


4-I-Pro- 


tBuNH- 


MecCH 2 


Bz 


4-l-Pro- 


£BuNH- 


MeSOCH 2 


Bz 


4-l-Pro- 


JtBuNH- 


MeS0 2 CH 2 


Bz 


4-l-Pro- 


tBuNH- 


MeOCH 2 


Bz 


4 -I- Pro- 


tBuNH- 


MecCH 2 CH 2 


Bz 


4-l-Pro- 


tBuNH- 


MecCH 2 


Bz ■ 


4-I-Pro- 


tBuNH- 


MeSOCH 2 


Bz 


4-l-Pro- 


tBuNH- 


MeS0 2 CH 2 


Bz 


4-I-Pro- 


tBllNH- 


MeOCH 2 


Bz 


4-I-Pro- 


£BuNH- 


MecCH 2 CH 2 


Bz 


4-I-Pro- 


tBuNH- 


MecCH 2 


Bz 


4-I-Pro- 


£BuNH- 


MeSOCH 2 


Bz 


4-I-Pro- 


£JBuNH- 


MeS0 2 CH 2 


Bz 


4-I-Pro- 


£BuNH- 
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Cpd. R 1 R 3 R 4 Z R 5 

No, 



10 



2118 4-Mor-Ac-NMe- MeOCH 2 Bz 4-I-Pro- tBuNH- 

PhoAc- 



15 


2119 


4-Mor- 


Ac - NMe - 


MecCH 2 CH 2 


Bz 


4-1 


- Pro- 




tBuNH- 






PhoAc- 
















2120 


4-Mor- 


Ac-NMe- 


MecCH 2 


Bz 


4-1 


-Pro- 




tBuNH- 


20 




PhoAc- 
















2121 


4-MeO- 


Bzc 


CarCH 2 


Bz 


4-1 


-Pro- 




tBuNH- 




2122 


Bzc 




Me 2 NCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 




2123 


Bzc 




2-Car-Et 


Bz 


4,4 


-diP- 


Pro- 


tBuNH- 


25 


2124 


BZC 




CNCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 




2125 


Bzc 




iPr 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 




2126 


Bzc 




£Bu 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 


30 


2127 


Bzc 




diMeCar- 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 








CH 2 














2128 


Bzc 




MorCOCH 2 


Bz 


4,4 


-d±F- 


Pro- 


£BuNH- 




2129 


Bzc 




PipeCOCH 2 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 


35 


2130 


Bzc 




2-NH 2 -Et 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 




2131 


Bzc 




3-NH 2 -Pr 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 




2132 


Bzc 




MeCarCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


40 


2133 


Bzc 




EtCarCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 




2134 


Bzc 




H 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 




2135 


Bzc 




HOCH 2 


Bz 


4,4 


-diF- 


Fro- 


£BuNH- 


45 


2136 


Bzc 




4-Thiz-CH 2 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 


2137 


Bzc 




4-Imid-CH 2 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 




2138 


Bzc 




COOH-CH 2 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 




2139 


Bzc 




2-COOH-Et 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


50 


2140 


Bzc 




MeSCH 2 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 




2141 


Bzc 




SamCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 
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Table l 



55 



Cpd. R J 
No. 



10 



15 



20 



25 



30 



35 



45 



50 



2142 BZC 

2143 Bzc 

2144 BZC 

2145 Bzc 

2146 Bzc 

2147 Bzc 

2148 Bzc 

2149 2-Quix-CO- 

2150 2-Quix-CO- 

2151 2-Quix-CO- 

2152 2-Quix-C0- 

2153 2-Quix-CO- 

2154 2-Quix-CO- 

2155 2-Quix-CO- 

2156 2-Quix-CO- 

2157 2-Quix-CO- 

2158 2-Quix-CO- 

2159 2-Quix-CO- 

2160 2-Quix-CO- 

2161 2-Quix-CO- 

2162 2-Quix-CO- 

2163 2-Quix-CO- 

2164 2-Quix-CO- 

2165 2-Quix-CO- 

2166 2-Quix-CO- 

2167 2-Quix-CO- 

2168 2-Quix-C0- 

2169 2-Quix-CO- 



BZ 


Bz 


4,4-diF-Pro- 


tBuNH- 


SimCH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 


HiaCH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 


2-Sim-Et 


Bz 


4, 4-diF-Pro- 


£BuNH- 


2-Hia-Et 


Bz 


4,4-diF-Pro- 


JLBuNH- 


NH 2 CH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 


MeNHCH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 


2-Car-Et 


Bz 


4,4-diF-Pro- 


tBuNH- 


CNCH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 


iPr 


Bz 


4,4-dxF-Pro- 


tBuNH- 


tBu 


Bz 


4,4-diF-Pro- 


tBuNH- 


diMeCar-CH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 


MorC0CH 2 


Bz 


4, 4-diF-Pro- 


£BuNH- 


PipeC0CH 2 


Bz 


4 1 4-diF-Pro- 


tBuNH- 


2-NH 2 -Et 


Bz 


4,4-diF-Pro- 


tBuNH- 


3-NH 2 -Pr 


Bz 


4, 4-diF-Pro- 


£BuNH- 


MeCarCH 2 


Bz 


4, 4-diF-Pro- 


tBuNH- 


EtCarCH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 


H 


Bz 


4,4-diF-Pro- 


tBuNH- 


HOCH 2 


Bz 


4 , 4-diF-Pro- 


£BuNH- 


4-Thiz-CH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 


4-Imid-CH 2 


Bz 


4 f 4-diF-Pro- 


tBuNH- 


C00H-CH 2 


Bz 


4,4-diF-Pro- 


tBuNH- 


2-COOH-Et 


Bz 


4,4-diF-Pro- 


tBuNH- 


MeSCH 2 


Bz 


4, 4-diF-Pro- 


tBuNH- 


SamCH 2 


Bz 


4,4-diF-Pro- 


£BuNH- 


Bz 


Bz 


4, 4-diF-Pro- 


tBuNH- 


SimCH 2 


Bz 


4,4-diF-Pro- 


£BuNH- 
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Cpd. r j 

No. 



R 



R~ 



2170 


2-Quix-CO- 


HiaCH^ 


Bz 


4 4 






couJNri - 


2171 


2-Quix-CO- 


2 - Sim- Et 


Bz 


4 4 


V«i._L IT 


t -L U - 




2172 


2-Quix-CO- 


2-Hia-Et 


Bz 


4 4 


-diP- 

v*J» JT — 




t- Di i KTTJ 


2173 


2-Quix-CO- 


NH^CH^ 


Bz 


4 4 


Li jl r - 


riO" 


+. T3, _ VTTT 

^xsllINIrl- 


2174 


2 -Ouix- CO- 




oZ 


4 , 4 


- air - 


Pro- 


.tBuNH- 


2175 


2 -Quix- CO- 


Me^NCH-. 
2 2 


Bz 


4 4 


uir 


Piro- 


4- n_ _ -KTLT 

CjblLNxi- 


2176 


3 -Quin-CO- 


CarCH 2 




4 4 


- ulf - 


Piro- 


£.BuNH- 


2177 


4-Quin-CO- 


CarCH 2 


Bz 


4 4 


-diP- 


IT J_ l«J 




2178 


2-Pyr-CO- 


CarCH 2 


D 7 


4 4 


- Ulf - 


Pro- 


£BUNH- 


2179 


3-Pyr-CO- 


CarCH 2 


Bz 


4 4 


uir - 


P3TO- 




2180 


4 -Pyr-CO- 


CarCH 2 


Bz 


4 4 




Piro - 




2181 


4-MeO-2- 


CarCH^ 
2 


Bz 


4 4 


-diF- 


IT i, - 






Quin-CO- 














2182 


2-Np-CO- 


CarCH- 
2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2183 


1-Np-CO- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 


2184 


2-Bfur-CO- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 


2185 


3-Bfur-CO- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 


2186 


5-Bu-2-Pyr- 


CarCH 2 


Bz 


4,4 


-diP- 


Pro- 


tBuNH- 




CO- 














2187 


4-0H-2- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


£BuNH- 




Quin-CO- 














2188 


3-OH-2- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 




Quix-CO- 














2189 


1-Np-Sfo- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2190 


2-Np-Sfo- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2191 


Boz 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2192 


Bz-NHCO- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


fcBuNH- 


2193 


Bz-NHCS- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


£.BuNH- 
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Cpd. 
No. 



2194 3-Ind-CO- 

2195 2-Pyrd-CO- 

2196 2-Pipe-CO- 

2197 2-Thi-CO- 

2198 MecCO- 

2199 PhoAc- 

2200 3-Bzisox-CO- 

2201 2-Bzim-CO- 

2202 N-Me-3-Ind-CO- 

2203 2-Bzthiaz-CO- 

2204 2-Bzoxaz-CO- 

2205 5-MeO-2-Ind-CO- 

2206 5-HO-2-Ind-CO- 

2207 5-AcO-2-Ind-CO- 



5-H 2 NAcO-2- 



2208 

Ind-CO- 

2209 5-Bzim-CO- 

2210 <2-NpO)Ac- 

2211 (l-NpO)Ac- 

2212 1-NpOCO- 

2213 2-NpOCO- 

2214 (3-PhPho)Ac- 

2215 2-Quix-CO- 

2216 2-Quix-CO- 

2217 2-Quix-CO- 

2218 2-Quix-CO- 

2219 Bzc 



carcH 2 


Bz 


Pa t-oxj 


Bz 


carCH 2 


Bz 


Pa rPU 


Bz 


pa rCXJ 


Bz 


CarCH 

2 




CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


BZ 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 


CarCH 2 


Bz 



CarCH 2 
CarCH 2 
CarCH^ 



CarCH. 



Bz 
Bz 
Bz 



4,4 
4,4 
4,4 
4,4 
4,4- 
4,4- 
4,4- 
4,4- 

4,4- 

4,4- 

4,4- 

4,4 

4,4 

4,4 

4,4 



•diF-Pro- 
diF-Pro- 
diF-Pro- 
diF-Pro- 
-diF-Pro- 
-diF-Pro- 
-diF-Pro- 
-diF-Pro- 
-diF-Pro- 
-diF-Pro- 
•diF-Pro- 
diF-Pro- 
diF- : Pro- 
diF-Pro- 
diF-Pro- 



4,4 
4,4 
4,4 
4,4 
4,4 
4,4 
4,4- 
4,4- 
4,4- 
4,4- 



-diF-Pro- 
-diF-Pro- 
-diF-Pro- 
-diF-Pro- 
- diF -Pro - 
•diF-Pro- 
• diF -Pro- 
diF- Pro- 
diF-Pro- 
diF-Pro- 



Bz 4,4-diF-Pro- 



tBuNH- 
£BuNH- 
£BuNH- 
£BuNH- 
£BuNH- 
£BuNH- 
£BuNH- 
£BuNH- 
- £BuNH- 

• tBuNH- 

• tBUNH- 
£BuNH- 
£BuNH- 
£BuNH- 
tBuNH- 

tBuNH- 

tBuNH- 

tBuNH- 

tBuNH- 

£.BuNH- 

tBuNH- 

3-HOPr-NH- 

BuNH- 

£BuO- 

l,l-diMe-2 

HOEt-NH- 

3-HOPr-NH- 
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Table \ 



10 



Cpd. R 
No. 



15 



20 



25 



30 



35 



40 



45 



50 



2220 Bzc 

2221 Bzc 

2222 Bzc 

2223 3 - NH 2 - PhoAc - 

2224 2-NH 2 -PhoAc- 

2225 2, 3-diNH 2 -Pho- 
Ac- 

2226 2 # 4-diNH 2 -Pho- 
Ac- 

2227 4-NH 2 -Ph-CO- 

2228 4-NH 2 -Bzc 

2229 4-Me 2 N-PhoAc- 

2230 4- [Me (BzN) ] - 

PhoAc - 

2231 4-Mor-PhoAc- 

2232 4- [N-Bz-Pipr] - 

PhoAc - 

2233 4- [MeNH] - PhoAc - 

2234 4- [ (4' -Me-BZC) - 

NH] - PhoAc - 

2235 4- [tBoc-NH] - Pho- 
Ac - 

2236 4- [£Boc-MeN] - 
PhoAc - 

2237 4- [Gly-NH] - 

PhoAc - 



CarCH 2 
CarCH 2 
CarCH- 



CarCH 2 
CarCH 2 
CarCH^ 



CarCH„ 



CarCH 2 
CarCH 2 
CarCH. 
CarCH. 



CarCH 2 
CarCH 2 



CarCH 2 
CarCH. 



CarCEL 



CarCHL 



CarCH„ 



Bz 4,4-diF-Pro- BuNH- 

Bz 4,4-diF-Pro- tBuO- 

Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 4,4-diF-Pro- £BuNH- 

Bz 4,4-diF-Pro- tBuNH- 

Bz 4,4-diF-Pro- £BuNH- 

Bz 4,4-diF-Pro- tBuNH- 

Bz 4,4-diF-Pro- tBuNH- 

Bz 4,4-diF-Pro- £BuNH- 

Bz 4,4-diF-Pro- £BuNH- 

Bz 4,4-diF-Pro- £BuNH- 

Bz 4,4-diF-Pro- tBuNH- 

Bz 4,4-diF-Pro- £BuNH- 

Bz 4,4-diF-Pro- tBuNH- 

Bz 4,4-diF-Pro- tBuNH- 

Bz 4,4-diF-Pro- tBuNH- 

Bz 4,4-diF-Pro- £BuNH- 

Bz 4,4-diF-Pro- ^BuNH- 
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Cpd. R 1 R 3 R 4 Z R 5 

No. 



2238 4- [Gly-NMe] -Pho- 
Ac- 

2239 4- [ (N-Me-Gly) - 

NMe] -Ac- 

2240 4- [ (N-tBoc- 

Gly) NMe] -PhoAc- 

2241 4- [ (N- tBoc-N-Me- 

Gly) NMe] -PhoAc- 

2242 Boc 

2243 4- [ (BrAc) NMe] - 

PhoAc - 

2244 4- [ (4' -MeO- 

Bzc)NH] -PhoAc- 

2245 N-Me-4-PipO-Ac- 

2246 4-NH 2 -cHxO-Ac- 

2247 4-NH 2 -PhoAc- 



2248 3-NH 2 -PhoAc- 



2249 2-NH 2 -PhoAc- 



2250 2 ,3-diNH 2 - Pho- 
Ac- 

2251 2,4-diNH 2 -Pho- 
Ac- 

2252 4-NH 2 -Ph-CO- 



CarCH 2 


Bz 


4,4 


-diF 


-Pro- 


CarCH 2 


Bz 


4,4 


-diF 


-Pro- 


CarCH 2 


Bz 


4,4 


-diF- 


-Pro- 


CarCH 2 


Bz 


4,4 


-diF- 


-Pro- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


CarCH 2 


Bz 


4,4 


-diF- 


•Pro- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


CarCH 2 


Bz 


4,4 


-diF- 


Pro- 


CarCH 2 


Bz 


4,4- 


-diF- 


Pro- 


CarCH 2 


Bz 


4,4- 


-diF- 


Pro- 


CarCH 2 


Bz 


4,4- 


-diF- 


Pro- 


CarCH 2 


Bz 


4,4- 


•diF- 


Pro- 


CarCH 2 


Bz 


4,4- 


•diF- 


Pro- 


CarCH 2 


Bz 


4,4- 


diF- 


Pro- 



£BuNH- 
tBuNH- 
1, l-diMe-2 

HOEt-NH 
1, l-diMe-2 

HOEt-NH 
1, l-diMe-2 

HOEt-NH 
l,l-diMe-2 

HOEt-NH 
l,l-diMe-2 

HOEt-NH 
l,l-diMe-2 

HOEt-NH 



i 

( 
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55 



Cpd. R J 
No. 



Table 1 



10 



2253 4-NH 2 -Bzc CarCH. 



15 2254 4-Me 2 N-PhoAc- CarCH. 



2255 4- [Me (Bz)N] -Pho- CarCH. 



20 



25 



30 



40 



45 



50 



Ac- 

2256 4-Mor-PhoAc- 



CarCH. 



CarCH 



2257 4- [N-Bz-Pipr] - 
PhoAc - 

2258 4- [MeNH] -PhoAc- CarCH 

2259 4- [ (4' -Me-Bzc) - CarCH. 
NH] - PhoAc - 

2260 4- [Bzc-NH] -Pho- CarCH. 

Ac- 

35 2261 4- ttBoc-NH] -Pho- CarCH. 
Ac- 

2262 4- [tBoc-MeN] - CarCH. 
PhoAc - 

2263 4- [Gly-NH] - CarCH. 
PhoAc - 

2264 4- [Gly-NMe] -Pho- CarCH. 
Ac- 

2265 4- [ (H-Me-Gly) - CarCH. 
NMe] - PhoAc - 

2266 4- [ (H-tBoc- CarCH. 
Gly) NMe] - PhoAc - 



Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt - NH 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 

Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 

Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 
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No. 



2267 


4- [ (N- tBoc-N-Me- 


carcH 2 




Gly)NMe] -PhoAc- 




2268 


Boc 


CarCH 2 


2269 


4- f (BrAc)NMel - 


uaruii 2 




PhoAc - 




2270 


4- [ (4' -MeO- 


CarCH- 
2 




Bzc)NH] - PhoAc - 




2271 


N-Me-4-Pip-O- 


CarCH^ 
2 




AC- 




2272 


^ * ■ W * 4 2 " £HxO - Ac - 


CarCH 2 


2273 


4- [ (MorAc) NMe] - 


CarCH 2 




PhoAc - 


2274 


4-NH 2 -PhoAc- 


CarCH 2 


2275 


3-NH 2 -PhoAc- 


CarCH 2 


2276 


2-NH 2 -PhoAc- 


CarCH 2 


2277 


2 f 3-diNH 2 - Pho- 


CarCH 2 




Ac- 




2278 


2 ,4-diNH 2 - Pho- 


CarCH 2 




Ac - 




2279 


4-NH 2 -Pho-CO- 


CarCH 2 


2280 


4-NH 2 -B2C 


CarCH 2 



Bz 4,4-diF-Pro- 1, l-diMe-2 

HOEt-NH 

Bz 4,4-diF-Pro- 1,1- diMe - 2 

HOEt-NH 

Bz 4,4-diF-Pro- 1, l-diMe-2 

HOEt-NH 

Bz 4,4-diF-Pro- 1, l-diMe-2- 

HOEt-NH 

Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH 

Bz 4,4-diF-Pro- 1 , 1 -diMe- 2 - 

HOEt-NH 

Bz 4,4-diF-Pro- 1, 1 -diMe- 2- 

HOEt-NH 

Bz 4 f 4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1- diMe - 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
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Table 1 

CpcL R 1 R 3 R 4 Z 

NO. 



2281 4-Me 2 N-PhoAc- CarCH 2 

2282 4- [Me(Bz)N] -Pho- CarCH 2 

Ac- 

2283 4-Mor-PhoAc- CarCH- 

2284 4- [N-Bz-Pipr] - CarCH 2 

Pho-Ac- 

2285 4-MeNH-PhoAc- CarCH^ 

2286 4- [ (4' -Me-Bzc) - CarCH 2 

NH] -PhoAc- 

2287 4- [Bzc-NH] -Pho- CarCH 2 

Ac- 

2288 4- [Jt-Boc-NH] - CarCH- 

Pho- Ac - 

2289 4- [t-Boc-MeN] - CarCH_ 

PhoAc - 

2290 4- [Gly-NH] -Pho- CarCH 2 

Ac- 

2291 4- [Gly- NMe] -Pho- CarCH 2 

Ac- 

2292 4- [ (H-Me-Gly) - CarCH 2 

NMe] -PhoAc- 

2293 4-[(N-£Boc- CarCH 2 
Gly) NMe] -PhoAc- 

2294 4- [ (N-£Boc-NMe- CarCH 2 
Gly) NMe] -PhoAc- 



Bz 4,4-diF-Pro- 1, 1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 
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Cpd. 
No. 



R 



2295 Boc 

2296 4- [ (BrAc)NMe] - 
PhoAc - 

2297 4- [<4'-MeO- 

Bzc)NH] -PhoAc- 

2298 N-Me-4-PipO-Ac- 



2299 4-NH 2 -cHxO-Ac- 



2300 4- [ (MorAc)NMe- 
PhoAc - 

2301 2-Quin-CO- 

2302 3-Quin-CO- 

2303 4-Quin-CO- 

2304 2-Pyr-CO- 

2305 3-Pyr-CO- 

2306 4-Pyr-CO- 



CarCH. 



CarCH. 



CarCH. 



CarCH. 



CarCH„ 



CarCH. 



Bz 4,4-diF-Pro- 



Bz 4,4-diF-Pro- 



Bz 4,4-diF-Pro- 



Bz 4,4-diF-Pro- 



CarCH 2 Bz 4,4-diF-Pro- 



CarCH- Bz 4,4- diF - Pro - 



CarCH- Bz 4,4-diF-Pro- 



Bz 4,4-diF-Pro- 



CarCH 2 Bz 4 ,4-diF -Pro- 



Car CH Bz 4, 4-diF-Pro- 



CarCH Bz 4,4-diF-Pro- 



Bz 4, 4-diF-Pro- 



2307 4-MeO-2-Quin-CO- CarCH- Bz 4,4-diF-Pro- 



2308 2-Np-CO- 



CarCH. 



Bz 4,4-diF-Pro- 



1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

1, l-diMe-2- 

HOEt-NH- 

1, l-diMe-2- 

HOEt-NH- 
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Cpd. R 
No. 



10 



2309 1-Np-CO- 



15 2310 2-Bfur-CO- 



2311 3-Bfur-CO- 



20 



25 



30 



40 



45 



50 



2312 5-Bu-2-Pyr-CO- CarCH. 



2313 4-HO-2-Quin-CO- CarCH, 



2316 2-Np-Sfo- 



35 2317 Boz 



2318 Bz-NHCO- 



2319 Bz-NHCS- 



232 0 2-Ind-CO- 



2321 3-Ind-CO- 



2322 £Boc 



2 



2314 3 -HO-2-Quix-CO- CarCH^ 



2315 l-Np-Sfo« 



CarCH 2 Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 

CarCH 2 Bz 4,4-diF-Pro- l,l-diMe-2 T 

HOEt-NH- 

CarCH 2 Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 

CarCH 2 Bz 4,4-diF-Pro- 1 , l-diMe-2 - 

HOEt-NH- 

CarCH 2 Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 

CarCH 2 Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 

CarCH 2 Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 

CarCH 2 Bz 4,4-diF-Pro- 1, l-diMe-2- 

HOEt-NH- 

CarCH 2 Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 

CarCH 2 Bz 4,4-diF-Pro- 1, l-diMe-2 - 

HOEt-NH- 

CarCH 2 Bz 4,4-diF-Pro- l,l-diMe-2- 

HOEt-NH- 
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Table 1 



Cpd. R J 
No. 



R 



2323 2-Pyrd-CO- 



2324 2-Pip-CO- 



2325 2-Thi-CO- 



2326 MecCO- 



2327 PhoAc 



2328 MPhoAc 



CarCH 2 Bz 4 , 4 -diF- Pro- 



cardia 



Bz 4,4-diF-Pro- 



CarCH Bz 4,4-diF-Pro- 



CarCH Bz 4,4-diF-Pro- 



CarCH Bz 4,4-diF-Pro- 



CarCH Bz 4,4-diF-Pro- 



2329 3-Bzisox-CO- CarCH 2 Bz 4, 4 -diF- Pro- 



2330 2-Bzim-CO- 



CarCH Bz 4,4-diF-Pro- 



2331 N-Me-3-Ind-CO- CarCH 2 Bz 4,4-diF-Pro- 

2332 2-Bzthiaz-CO- CarCH 2 Bz 4,4-diF-Pro- 

2333 2-Bzoxaz-CO- CarCH 2 Bz 4,4-diF-Pro- 

2334 5-MeO-2-Ind-CO- CarCH- Bz 4,4-diF-Pro- 



2335 5-HO-2-Ind-CO- CarCH. 



Bz 4,4-diF-Pro- 



2336 5-AcO-2-Ind-CO- CarCH Bz 4,4-diF-Pro- 



l # l-diMe-2- 

HOEt-NH- 
l/l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
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Cpd. R 1 R 3 R 4 z R 5 

No. 



233 7 5-H 2 NAcO-2- CarCBL 

Ind-CO- 
2338 5-Bzim-CO- CarCH^ 



2339 (l-NpO)Ac- CarCH. 



2340 1-NpOCO- 



2341 2-NpOCO- 



2344 Bzc 



CarCH. 



CarCH„ 



2342 <3-PhPho)Ac- CarCH^ 



2343 <2-NpO)Ac- CarCH„ 



CarCEL 



2345 2-Quix-CO- CarCH. 



2346 2-Quin-CO- CarCH. 



2347 3-Quin-CO- CarCH„ 



2348 4-Quin-CO- CarCEL 



2349 2-Pyr-CO- CarCH. 



2 350 3-Pyr-CO- CarCIL, 



Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 

Bz 4,4-diF-Pro- 



l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOBt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1- diMe - 

2-HOPr-NH- 
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T^ble 1 



Cpd. R J 
No. 



R" 



2351 4-Pyr-CO- 



CarCH 2 Bz 4,4-diF-Pro- 



CarCEL 



2352 4-MeO-2-Quin- CarCH 2 
CO- 

2353 2-Np-CO- 

2354 1-Np-CO- 

2355 2-Bfur-CO- 

2356 3-Bfur-CO- 



Bz 4,4-diF-Pro- 



Bz 4,4-diF-Pro- 



CarCH Bz 4, 4 -diF- Pro - 



CarCH 2 Bz 4,4-diF-Pro- 
CarCH 2 



Bz 4,4-diF-Pro- 



2357 5-Bu-2-Pyr-CO- CarCH 2 Bz 4,4-diF-Pro- 

2358 4-HO-2-Quin-CO- CarCH 2 Bz 4,4-diF-Pro- 

2359 3-HO-2-Quix-CO- CarCH- Bz U , 4 -diF- Pro- 



2360 1-Np-Sf o- 

2361 2-Np-Sfo- 

2362 Boz 

2363 Bz-NHCO- 

2364 Bz-NHCS- 



CarCH Bz 4, 4-diF- Pro- 



cardia Bz 4, 4 -diF- Pro- 



cardia 



Bz 4,4-diF-Pro- 



CarCH^ Bz 4, 4- diF- Pro- 



cardia 



Bz 4,4-diF-Pro- 



1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
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Cpd. R 1 R 3 R 4 Z R 5 

No. 



2365 2-Ind-CO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 

2366 3-Ind-CO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 

2367 £Boc CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 

2368 2-Pyrd-CO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 

2369 2-Pip-CO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 

2370 2-Thi-CO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 

2371 MecCO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH- 

2372 PhoAc- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH 

2373 MPhoAc- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH 

2374 3-Bzisox-CO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH 

2375 2-Bzim-CO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH 

2376 N-Me-3-Ind-CO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH 

2377 2-Bzthiaz-CO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH 

2378 2-Bzoxaz-CO- CarCH 2 Bz 4,4-diF-Pro- 1,1-diMe- 

2-HOPr-NH 
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Cpd. 
No. 



10 



15 



20 



25 



30 



35 



40 



45 



50 



2379 5-MeO-2-Ind 

CO- 

2380 5-HO-2-Ind- 

CO- 

2381 5-AcO-2-Ind 
CO- 

2382 5-H 2 NAcO- 

2-Ind-CO- 

2383 5-Bzim-CO- 



- CarCK, 



CarCH. 



23 87 2-NpOCO- 



2389 Bzc CarCH. 

2390 2-Quix-CO- CarCH 2 

2391 Bzc CarCH^ 

2392 2-Quix-CO- CarCH 2 

2393 Bzc CarCH 2 

2394 2-Quix-CO- CarCH 2 

2395 Bzc CarCH 2 

2396 2-Quix-CO- CarCH^ 



Bz 
Bz 



- CarCH- Bz 



CarCH 0 Bz 



CarCH^ Bz 



2384 <2-NpO)Ac- CarCH n Bz 



2385 (l-NpO)Ac- CarCH 2 Bz 

2386 1-NpOCO- CarCH, Bz 



CarCH- Bz 



2388 (3-PhPho)Ac- CarCH 0 Bz 



4-Br-Bz 

4-Br-Bz 

4-MeOBz 

4-MeOBz 

4-Me-Bz 

4-Me-Bz 

cHxCH 2 

cHxCH 2 



4 , 4 -diF-Pro- 
4, 4-diF-Pro- 
4, 4-diF-Pro- 
4,4-diF-Pro- 
4,4-diF-Pro- 
4,4-diF-Pro- 
4, 4-diF-Pro- 
4 , 4-diF-Pro- 
4,4-diF-Pro- 
4,4-diF-Pro- 



4,4-diF- 
4,4-diF« 
4,4-diF- 
4,4-diF- 
4,4-diF- 
4,4-diF- 
4,4-diF- 
4,4-diF- 



Pro- 
Pro- 
Pro- 
Pro- 
Pro- 
Pro- 
Pro- 
Pro- 



1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, l-diMe- 
2-HOPr-NH- 
l,l-diMe- 

2-HOPr-NH- 
l f 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
£BuNH- 
tBuNH- 
£BuNH- 
tBuNH- 
tBuNH- 
JtBuNH- 
tBuNH- 
£BuNH- 
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TabJ,Q 1 



Cpd. 
No. 


R 1 




R 3 


R 4 

IV. 








R 


2397 


Bzc 




MeSOCH 2 




A A 


.Hi p. 

tiir - 


PxTO- 


tBuNH- 


2398 


Bzc 




MeSO^CH^ 
2 2 




A A 


ulr - 


Pro- 


£BuNH- 


2399 


Bzc 




MeOCH^ 
2 


Bz 


A A 


- air - 


Pro- 


£BuNH- 


2400 


Bzc 




MecCH 2 CH 2 


Bz 


4 A 


ulr- 


Pjto - 


£BuNH- 


2401 


Bzc 




MecCH 2 


Bz 


A A 


-Hi T7- 
uir - 


Pro - 


£BUNH- 


2402 


2-Quix- 


CO- 


MeSOCH 2 


Bz 


A A 


Ulr - 


P3TO - 


Oi i TVTTT 

UriUNH- 


2403 


2-Quix- 


CO- 


MeS0 2 CH 2 


Bz 


4 4 


-d-i P- 
uir 


rlU - 


^rJlllNrl- 


2404 


2-Quix- 


CO- 


MeOCH 2 


Bz 


A A 


-ri i P- 
uir - 


rro - 


CDUlNri- 


2405 


2-Quix- 


CO- 


MecCH 2 CH 2 


Bz 


4 4 


-Hi P- 
uxc 


riu 


L.X3UXM11 - 


2406 


2-Quix- 


CO- 


MecCH 2 


Bz 


4 4 


- diF- 


"D — 
n u - 


C.x3\liNrl - 


2407 


2-Quin- 


CO- 


MeSOCH 2 


Bz 


4 4 


-H*i P- 


Drrt — 

-tr X. (J 


I^rJuJNri - 


2408 


2-Quin- 


CO- 


MeSO^CH^ 
2 2 


Bz 


4 4 




Pro _ 
r l vJ 




2409 


2-Quin- 


CO- 


MeOCEU 
2 


Bz 


4 4 


-rH P- 


xr XV O - 


*- Di * XTLJ 

XtOUNxi- 


2410 


2 -Quin- 


CO - 


MecCH 2 CH 2 


Bz 


4 4 




Dyrt - 
riu 


t-QUlN ri - 


2411 


2-Quin- 


CO- 


MecCH 2 


Bz 


4 4 


-di P- 


JTX, U 


crjuJNfl - 


2412 


3 - Quin- 


CO- 


MeSOCH 0 


Bz 


4 4 


-diP- 


Pm - 


t**niiTNJW- 
UOLLLN Jl ~ 


2413 


sy Quin - 


CO- 


MeS0 2 CH 2 


Bz 


4 . 4 


-diF- 


pr*n - 
nu 


urjuiNfi - 


2414 


3 -Quin- 


CO- 


MeOCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2415 


sy Quin- 


CO- 


MecCH 2 CH 2 


Bz 


4.4 


-diF- 


Pro- 


tBuNH- 


2416 


3 -Quin- 


co- 


MecCH 2 


Bz 


4,4 


-diF- 


Pro- 


^BUNH- 


2417 


2-Bfur- 


co- 


MeSOCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2418 


2-Bfur- 


co- 


MeS0 2 CH 2 


Bz 


4,4 


-diF- 


Pro- 


^BuNH- 


2419 


2-Bfur- 


co- 


MeOCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2420 


2 -Bfur- 


co- 


MecCH 2 CH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2421 


2-Bfur- 


co- 


MecCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


*2422 


3-Bfur- 


co- 


MeSOCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2423 


3-Bfur- 


co- 


MeS0 2 CH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2424 


3-Bfur- 


co- 


MeOCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 
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Cpd. R 1 ~^ ^ ~ ^ 

No. 



2425 


3-Bfur-CO- 


MpcCH (TH 
* *w v-. » — 2 2 


oZ 


4,4 


-diF 


-Pro- 


tBuNH- 


*x ^> O 




MecCH 2 


Bz 


4,4 


-diF 


-Pro- 


tBuNH- 


2427 


3-Ind-CO- 




JBZ 


4, 4 


-diF 


-Pro- 


tBuNH- 


2428 


j inu- - 


MeS0 2 CH 2 


Bz 


4,4 


-diF- 


-Pro- 


tBuNH- 


2429 


3-Ind-CO- 


MeOCH 2 


dZ 


4, 4 


-diF- 


-Pro- 


£BuNH- 




-3 XXld " V^Vj - 


MecCH 2 CH 2 


Bz 


4,4 


-diF- 


-Pro- 


CBuNH- 


2431 


3 - Ind-CO- 


Mecrw 


BZ 


4,4 


-diF- 


•Pro- 


tBuNH- 


2432 




MesocH 2 


Bz 


4,4 


-diF- 


•Pro- 


tBuNH- 


2433 


MPhOAc - 


MeSO rw 
*■ 2 2 


oZ 


4,4 


-diF- 


•Pro- 


tBuNH- 


2434 




MeOCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2435 


MPhOAc - 


MecCH CH 

* *W V-r Wjt* 2 WXl^ 


aZ 


4,4 


-dxF- 


•Pro- 


tBuNH- 


2436 




MecCH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 


2437 


5-NH^-AcO- 


MeSOCH 


Bz 




" uir - 


• P3TO- 


tlBuNH- 




2-Ind-CO- 














2438 


5-NH 2 -AcO- 


MeS0 2 CH 2 


Bz 


4,4 


-diF- 


Pro- 


tBuNH- 




2-Ind-CO- 














2439 


5-NH 2 -AcO- 


MeOCH 2 


Bz 


4,4- 


-diF- 


Pro- 


tBuNH- 




2-Ind-CO- 














2440 


5-NH 2 -AcO- 


MecCH 2 CH 2 


Bz 


4,4- 


-diF- 


Pro- 


£BuNH- 




2-Ind-CO- 














2441 


5-NH 2 -AcO- 


MecCH 2 


Bz 


4,4- 


•diF- 


Pro- 


tBuNH- 




2-Ind-CO- 














2442 


4-NH 2 - 


MeSOCH 2 


Bz 


4,4- 


•diF- 


Pro- 


tBuNH- 




PhoAc- 














2443 


4-,NH 2 - 


MeS0 2 CH 2 i 


Bz 


4,4- 


diF- 


Pro- 


tBuNH- 




PhoAc - 














2444 


4-NH 2 - 


MeOCH 2 


Bz 


4,4- 


diF- 


Pro- 


£BuNH- 



PhoAc - 
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Table 1 



Cpd. 
No. 



10 


















2445 


4-NH 2 -PhoAc- 


MecCH 2 CH 2 


Bz 


4, 


4-diF-Pro- 


tBuNH- 




2446 


4-NH 2 -PhoAc- 


MecCH 2 


Bz 




4-diF-Pro- 


tBuNH- 


15 


2447 


4- [Bzc-NH] - 


MeS0CH 2 


Bz 


4, 


4-diF-Pro- 


tBuNH- 






Pho-Ac- 














2448 


4- [Bzc-NH] - 


MeS0 2 CH 2 


Bz 


4, 


4-diF-Pro- 


£JBuNH- 






Pho-Ac- 












20 


2449 


4- [Bzc-NH] - 


MeOCH 2 


Bz 


4, 


4-diF-Pro- 


£BuNH- 






Pho-Ac- 














2450 


4- [Bzc-NH] - 


MecCH 2 CH 2 


Bz 


4, 


4-diF-Pro- 


tBuNH- 


25 




Pho-Ac- 














2451 


4- [Bzc-NH] - 


MecCH 2 


Bz 


4, 


4-diF-Pro- 


tBuNH- 






Pho-Ac- 












30 


2452 


4- [ (MorAc) - 


MeSOCH 2 


Bz 


4, 


4-diF-Pro- 


tBuNH- 




NMe] - PhoAc - 














2453 


4- [ (MorAc) - 


MeS0 2 CH 2 


Bz 


4, 


4-diF-Pro- 


tBuNH- 






NMe] - PhoAc - 












35 


2454 


4- [ (MorAc) - 


MeOCH 2 


Bz 


4, 


4-diF-Pro- 


tBuNH- 






NMe] - PhoAc - 














2455 


4- [ (MorAc) - 


MecCH 2 CH 2 


Bz 


4, 


4-diF-Pro- 


£BuNH- 


40 




NMe - PhoAc - 














2456 


4-Mor-Ac-N- 


MecCH 2 


Bz 


4, 


4-diF-Pro- 


tBuNH- 






Me- PhoAc - 












2457 


4-MeO-Bzc 


CarCH 2 


Bz 


4, 


4-diF-Pro- 


tBuNH- 


45 


2458 


Bzc 


Me 2 NCH 2 


Bz 


3- 


Cl-Pro- 


£BuNH- 




2459 


Bzc 


2-Car-Et 


Bz 


3- 


Cl-Pro- 


tBuNH- 




2460 


Bzc 


CNCH 2 


Bz 


3- 


Cl-Pro- 


£BuNH- 


50 


2461 


Bzc 


iPr 


Bz 


3- 


Cl-Pro- 


£BuNH- 




2462 


Bzc 


tBu 


BZ 


3- 


Cl-Pro- 


£BuNH- 
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Table 1 



Cpd. R 1 R 3 ^ r4 z r5 

No. 



2463 


Bzc 






Bz 


3 


- CI -Pro- 


£BuNH- 


2464 






MorCOCH^ 


Bz 


3 


- CI- Pro- 


tBuNH- 


2465 


Bzc 






Bz 


3 


-Cl-Pro- 


£BuNH- 


2466 


Bzc 




O MTJ C^- 
- -Nx*2 - St 


Bz 


3 


- CI- Pro- 


tBuNH- 


2467 






*5 TVTTT T"i_. 

-3 - ~ ^ r 


Bz 


3 


- CI- Pro- 


tBuNH- 


2468 


Bzc 




TUT.-* /~1 _ _,/1tT 

Mecard^ 


Bz. 


3 


- CI -Pro- 


tBuNH- 


2469 


Bzc 




ricuarL.ii- 


Bz 


3 


^Cl - Pr 0 - 


tBuNH- 


2470 


Bzc 




XI 


Bz 


3 


-Cl-Pro- 


tBuNH- 


2471 


Bzc 




rlU^xl2 


Bz 


3 


-Cl-Pro- 


£BuNH- 


2472 


Bzc 




a . TPVi i 17. r^u 
** lniz - ^***2 


Bz 


3 


-Cl-Pro- 


tBuNH- 


2473 


Bzc 




A Tmi *3 /-ITT 

^ - xmia- CH2 


Bz 


3 


-Cl-Pro- 


tBuNH- 


2474 


Bzc 




^UUil- CH2 


Bz 


3 


-Cl-Pro- 


tBuNH- 


2475 


Bzc 




^ LUUH- Et 


Bz 


3 


-Cl-Pro- 


tBuNH- 


2476 


Bzc 




MeSCH 2 


BZ 


J • 


- CI - Pro- 


tBuNH- 


2477 


Bzc 




SamCH 2 


Bz 


3- 


- CI- Pro- 


tBuNH- 


2478 


Bzc 




Bz 


Bz 


3- 


-Cl-Pro- 


tBuNH- 


2479 


Bzc 




SimCH 2 


Bz 


3- 


-Cl-Pro- 


£BuNH- 


2480 


Bzc 




HiaCH 2 


Bz 


3- 


-Cl-Pro- 


tBuNH- 


2481 


Bzc 




2-Sim-Et 


Bz 


3- 


-Cl-Pro- 


£BuNH- 


2482 


Bzc 




2-Hia-Et 


Bz 


3- 


•Cl-Pro- 


tBuNH- 


2483 


Bzc 




NH 2 CH 2 


Bz 


3- 


•Cl-Pro- 


tBuNH- 


2484 


Bzc 




MeNHCH 2 


Bz 


3- 


* CI- Pro- 


tBuNH- 


2485 


2-Quix- 


CO- 


2-Car-Et 


Bz 


3- 


d-Pro - 


tBuNH- 


2486 


2-Quix- 


CO- 


CNCH 2 


Bz 


3- 


Cl-Pro- 


tBuNH- 


2487 


2-Quix- 


CO- 


iPr 


Bz 


3- 


Cl-Pro- 


tBuNH- 


2488 


2-Quix-CO- 


tBu 


. Bz 


3- 


Cl-Pro- 


tBuNH- 


2489 


2-Quix- 


CO- 


diMeCarCH 2 


Bz 


3- 


Cl-Pro- 


tBuNH- 


2490 


2-Quix- 


CO- 


MorC0CH 2 


Bz 


3- 


Cl-Pro- 


tBuNH- 
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5 


Cpd. 
No. 


R 1 


R 3 


R 4 




2 




R 5 

A. 


10 




















2491 


2 -Quix-CO- 


PipCOCH^ 
2 


BZ 


3 


- CI - 


pro - 


t* Ri i WW _ 




2492 


2 -Quix-CO- 


2-NH- -Et 
2 


Bz 


3 


-Cl- 


Pro - 




15 


2493 


2 -Quix-CO- 


3-NH--Pr 
2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2494 


2 -Quix-CO- 


MeCarCH^ 

2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2495 


2-Quix-CO- 


EtCarCH- 
2 


Bz 


3 


-Cl- 


Pro- 




20 


2496 


2-Quix-CO- 


H 


Bz 


3 


-Cl- 


Pro- 




2497 


2-Quix-CO- 


HOCH 0 
2 


Bz 


3 


-Cl- 


Pro- 






2498 


2-Quix-CO- 


4-Thiz-CH- 
2 


Bz 


3 


-Cl- 


Pro- 






2499 


2-Quix-CO- 


4-Imid-CHL, 
2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 


25 


2500 


2-Quix-CO- 


C00H-CH o 
2 


BZ 


3 


-Cl- 


Pro- 


tBuNH- 




2501 


2-Quix-CO- 


2-COOH-Et 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2502 


2-Quix-CO- 


MeSCHL 
2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 


30 


2503 


2-Quix-CO- 


SamCH- - 
2 


Bz 


3 


-Cl- 


Prb- 


tBuNH- 




2504 


2-Quix-CO- 


Bz 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2505 


2-Quix-CO- 


SimCH 0 
2 


Bz 


3 


-Cl- 


Pro- 


£BuNH- 


35 


2506 


2-Quix-CO- 


HiaCH n 
2 


Bz 


3 


-Cl- 


Pro- 


t,BuNH- 


2507 


2-Quix-CO- 


2 -Sim-Et 


Bz 


3 


-CI- 


Pro- 


tBuNH- 




2508 


2 - On i 5T - HO - 


Z rtxa lit. 


D WW 

BZ 


3 


- CI- 


Pro- 


tBuNH- 




2509 


2-Quix-CO- 


NH 2 CH 2 


Bz 


3 


-CI- 


Pro- 


tBuNH- 


40 


2510 


2-Quix-CO- 


MeNHCH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2511 


2-Quix-CO- 


Me 2 NCH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2512 


3-Quin-CO- 


CarCH 2 


Bz 


3 


-Cl- 


Pro- 


£BuNH- 


45 


2513 


4-Quin-CO- 


CarCH 2 


Bz 


3 


-Cl- 


Pro- 


JLBuNH- 


2514 


2-Pyr-CO- 


CarCH 2 


Bz 


3 


-C1- 


Pro- 


tBuNH- 




2515 


3-Pyr-CO- 


CarCH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2516 


4-Pyr-CO- 


CarCH 2 


Bz 


3 


-Cl- 


Pro- 


£BuNH- 


50 


2517 


4-MeO-2-Quin- 


CarCH 2 


Bz 


3 


- Ci- 


Pro- 


tBuNH- 






CO- 















'55 



125 



EP0 567 311 A1 



Cpd. 
No. 



Table i 



2518 2-Np-CO- 

2519 1-Np-CO- 

2520 2-Bfur-CO- 

2521 3-Bfur-C0- 

2522 5-BU-2 -Pyr-CO- 

2523 4-HO-2-Quin-CO- 

2524 3 -HO-2-Quix-CO- 

2525 1-Np-Sfo- 

2526 2-Np-Sfo- 

2527 Boz 

2528 Bz-NHCO- 

2529 Bz-NHCS- 

2530 3-Ind-CO- 

2531 2-Pyrd-C0- 

2532 2-Pip-CO- 

2533 2-Thi-CO- 

2534 MecCO- 

2535 PhoAc- 

2536 3-Bzisox-CO- 

2537 2-Bzim-CO- 

2538 N-Me-3-Ind-CO- 

2539 2-Bzthiaz-CO- 

2540 2-Bzoxaz-CO- 

2541 5-MeO-2 - Ind-CO- 

2542 5-HO-2-Ind-CO- 
'2543 5-AcO-2-Ind-CO- 
2544 5-H 2 NAcO-2-Ind- 

C0- 



CarCH 2 


Bz 


3 


-CI 


-Pro- 


£BuNH- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


£BuNH- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3 


-CI- 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3 


-CI- 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


-CI- 


■Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


■ci- 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


-Cl- 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


•Cl- 


•Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


•C1- 


•Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


•Cl- 


•Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


•C1- 


•Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


Cl- 


Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


Cl- 


Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


Cl- 


Pro- 


£BuNH- 


CarCH 2 


Bz 


3- 


Cl- 


Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


Cl- 


Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


Cl- 


Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


Cl- 


Pro- 


tBuNH- 


CarCH 2 


Bz 


3- 


Cl- 


Pro- 


£BuNH- 
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Table 1 





Cpd. 
No. 


R 1 


R 3 


R 4 




Z 




10 


















2545 


5-Bzim-CO- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 




2546 


(2-NpO) Ac- 


CarCH- 


Bz 


3 


-CI 


- Pro- 


15 


2547 


(1-NpO) Ac- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 




2548 


1-NpOCO- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 




2549 


2-NdOCO- 




O rr 

HZ 


3 


-CI 


- Pro- 




2550 


(3-PhPho)Ac- 


CarCH 2 


BZ 


3 


-CI 


-Pro- 


20 


2551 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 




2552 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-CI 


- Pro- 




2553 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


25 


2554 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 




2555 


Bzc 


CarCH 2 


Bz 


3 


-CI 


- Pro- 




2556 


Bzc 


CarCH 2 


Bz 


3 


-CI 


- Pro- 


30 


2557 


Bzc 


CarCH 2 


Bz 


3 


-CI 


-Pro- 




2558 


Bzc 


CarCH 2 


Bz 


3 


-CI 


-Pro- 


35 


2559 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


3 


-CI 


- Pro- 




2560 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


3 


-CI 


- Pro- 




2561 


2,3-diNH 2 -Pho- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 






Ac- 










40 


2562 


2,4-diNH 2 -Pho- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 






Ac- 












2563 


4-NH 2 -Ph-CO- 


CarCH 2 


Bz 


3 


-CI 


- Pro- 


45 


2564 


4-NH 2 -Bzc 


CarCH 2 


Bz 


3 


-CI 


-Pro- 




2565 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


3 


-CI 


- Pro- 




2566 


4- [Me (Bz) N] -Pho- 


CarCH 2 


Bz 


3 


-CI 


-Pro- 






Ac- 










50 


2567 


4 - Mor - PhoAc - 


CarCH 2 


Bz 


3 


-CI 


- Pro- 



R = 



tBuNH- 

£BuNH- 

tBuNH- 

tBuNH- 

tBuNH- 

£BuNH- 

3-HOPr-NH- 

BuNH- 

tBuO- 

l f l-diMe-2 

HOEt-NH- 
3-HOPr-NH- 
BuNH- 
tBuO- 

1, l-diMe-2 

HOEt-NH- 
tBuNH- 
tBuNH- 
tBuNH- 

£BuNH- 

tBuNH- 
£BuNH- 
tJ3uNH- 
t^BuNH- 

JLBuNH- 
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Table 1 



Cpd. 
No, 



2568 4- [N-Bz-PiprJ - CarCH. 
PhoAc - 

2569 4-MeNH- PhoAc- CarCH 2 

2570 4- [ (4' -Me-Bzc) - CarCH 2 

NH- PhoAc - 

2571 4- [tBoc-NH] -Pho- CarCH 2 
Ac- 

2572 4- [tBoc-MeN] - CarCH 2 
PhoAc - 

2573 4- [Gly-NH] -Pho- CarCH 
AC- 2 

2574 4- [Gly-NMe] -Pho- CarCH 0 
Ac- 2 

2575 4- [ (N-Me-Gly) - CarCH 2 

NMeJ - PhoAc - 

2576 4- [ (N-tBoc- CarCH 2 
Gly)NMe] - PhoAc - 

2577 4-[(N-£Boc- CarCH 



NMe - Gly ) ] NMe - PhoAc - 



2578 Boc 

2579 4- [(BrAc)NMe] - 
PhoAc) 

2580 4- [ (4' -MeO- 
Bzc)NH] - PhoAc - 
N-Me-4-PipO-Ac- 



2581 
2582 
2583 



4-NH 2 -cHxO-Ac- 



CarCH. 
CarCH. 



CarCH. 



CarCH. 
CarCH. 



Bz 3-Cl-Pro- 

Bz 3 -CI -Pro - 

Bz 3-Cl-Pro- 

Bz 3 -CI- Pro - 

Bz 3-Cl-Pro- 

Bz 3 -CI -Pro - 

Bz 3-Cl-Pro- 

Bz . 3-Cl-Pro- 

Bz 3-Cl-Pro- 

Bz 3-Cl-Pro- 



Bz 
Bz 



3-Cl-Pro- 
3 -CI -Pro - 



4 - NH 2 - PhoAc - CarCH. 



Bz 3-Cl-Pro- 

Bz 3-Cl-Pro- 

, Bz 3-Cl-Pro- 

Bz 3-Cl-Pro- 



tBuNH- 

tBuNH- 
tBuNH- 

tBuNH- 

tBuNH- 

£BuNH- 

tBuNH- 

tBuNH- 

tBuNH- i 

tBuNH- 

tBuNH- 
£BuNH- 

tBuNH- 

tBuNH- 

£BuNH- 

1, l-diMe-2- 

HOEt-NH- 
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Cpd. R 
No. 



R 



10 



15 



20 



25 



30 



35 



40 



45 



50 



2584 3-NH 2 -PhoAc- 

2585 2-NH 2 -PhoAc- 



2586 2,3-diNH 2 -Pho- 
Ac- 

2587 2 # 4-diNH 2 -Pho- 
Ac- 

2588 4-NH 2 -Ph-C0- 



2589 4-NH 2 -Bzc 



2590 4-Me 2 N-PhoAc- 



2591 4- [Me (Bz) N] - 

2592 4-Mor-PhoAc- 

2593 4- [E-Bz-Pipr] - 
PhoAc- 

2594 4-MeNH-PhoAc- 

2595 4- [ (4' -Me-Bzc) - 

NH-PhoAc- 

2596 4- [Bzc-NH] -Pho- 

Ac- 

2597 4- [JtBoc-NH] -Pho- 
AC- 



CarCH 2 



CarCH,. 



CarCH n 



CarCH. 



CarCH. 



CarCHL 



CarCH. 



CarCH„ 



CarCH„ 



CarCH. 



CarCH. 



CarCH. 



CarCH„ 



CarCH, 



Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 



- CI- Pro- 
- CI -Pro- 
pel - Pro- 
•Cl-Pro- 
-Cl-Pro- 
-Cl-Pro- 
•Cl-Pro- 
-Cl-Pro- 
-Cl-Pro- 
-Cl-Pro- 
-Cl-Pro- 
-Cl-Pro- 
•Cl-Pro- 
-Cl-Pro- 



1,1 
1,1 
1,1 
1, 1 
1,1 
1,1 
1,1 
1,1 
1,1 
1,1 
1,1 
1,1 
1,1 
1,1 



•diMe-2- 

HOEt-NH- 
-diMe-2- 

HOEt-NH- 
•diMe-2- 

HOEt-NH- 
-diMe-2- 

HOEt-NH- 
-diMe-2- 

HOEt-NH- 
•diMe-2- 

HOEt-NH- 
-diMe-2- 

HOEt-NH- 
*diMe-2- 

HOEt-NH- 
-diMe-2- 

HOEt-NH- 
•diMe-2- 

HOEt-NH 
•diMe-2- 

HOEt-NH- 
-diMe-2- 

HOEt-NH- 
-diMe-2- 

HOEt-NH- 
-diMe-2- 

HOEt-NH- 
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Table l 



Cpd. R 1 R 3 R 4 z 5 

No. 



2 59 8 4- [tBoc-MeN] - CarCH„ 
PhoAc - 

2599 4-Gly-NH-Pho- CarCH 
Ac- 2 

2600 4- [Gly-NMe] -Pho- CarCH 



Ac- 

2601 4 - [ (N-Me-Gly) - CarCH 

NMe] - PhoAc - 

2602 4- [ (N-£Boc- CarCH 
Gly) NMe] - PhoAc - 

2603 4- [ (N-tBoc-NMe- CarCH 2 
Gly) NMe] - PhoAc - 

2604 Boc CarCH 



'2 



2 605 4- [ (BrAc) NMe] - CarCH 
PhoAc) 

2 606 4- [ (4'-MeO- CarCH 
Bzc)NH] -PhoAc- 

2607 N-Me-4-PipO- CarCH 
Ac- 

2608 4-NH 2 -£HxO- CarCH 2 
Ac- 

2609 4- [ (MorAc) NMe] - CarCH 2 
PhoAc - 

f r 

2610 4-NH 0 -PhoAc- CarCH 

* - 2 i 2 

2611 3 - NH 2 - PhoAc - CarCH 2 



Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI - Pro- i,i-diMe-2- 

HOEt-NH- 
Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

,-HOEt-NH- 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3-Cl-Pro- 1,1-diMe- 

2-HOPr-NH 
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$ Tafrle 1 

Cpd. R 1 R 3 R 4 2 R 5 

to No. 



15 



20 



25 



30 



40 



45 



50 



2 612 2-NH 2 -PhoAc- CarCH 2 Bz 3- 



2613 2,3-diNH 2 -Pho- CarCH 2 Bz 3- 
Ac- 

2614 2 # 4-diNH 2 -Pho- CarCH 0 Bz 3- 
Ac- 

2615 4-NH 2 -Ph-CO~ 



CarCH 0 Bz 3- 



2616 4-NH 2 -Bzc CarCH 2 Bz 3- 



2617 4-Me 2 N-PhoAc- CarCH 2 Bz 3 



2618 4- [Me(Bz)N] -Pho- CarCH 2 Bz 3- 
Ac- 

2 619 4-Mor-PhoAc- CarCH 2 Bz 3 

2620 4- [M-Bz-Pipr] • CarCH 2 Bz 3 
PhoAc - 

2621 4-MeNH-PhoAc- CarCH 2 Bz 3 

2622 4- [<4' -Me-Bzc) - CarCH 2 Bz 3 

NH- PhoAc - 

2623 (4- [Bzc-NH] -Pho- CarCH 2 Bz 3 
Ac- 

2624 4- [£Boc-NH] -Pho- CarCH 2 Bz 3 
Ac- 

2625 4- [£Boc-MeN] - CarCH 2 Bz 3 
PhoAc - 



Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1, 1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
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Table 1 



Cpd. 
No. 



IT 



2 62 6 4-Gly-NH-Pho- CarCH 
AC- 2 

2627 4- [Gly-NMe] -Pho- CarCH 
Ac- 

2628 4- [(N-Me- CarCH 2 
Gly ) NMe] - PhoAc - 

2629 4-[(N-£Boc- CarCH 2 
Gly) NMe] - PhoAc - 

2630 4- [ (N-tBoc-NMe- CarCH 2 
Gly) NMe] - PhoAc - 

2631 Boc CarCH 2 

2632 4- [ (BrAc) NMe] - CarCH 2 
PhoAc - 

2633 4-[(4'-MeO- CarCH 2 
Bzc)NH] -PhoAc- 

2634 £T-Me-4-PipO-Ac- CarCH 



2 



2635 4-NH 2 -cHxO-Ac- CarCH. 

2636 4- [ (MorAc) NMe] - CarCH. 
$ PhoAc - i 

2637 2-Quin-C0- CarCH 2 

2638 3-Quin-CO- t CarCH_ 

2639 4-Quin-CO- CarCH 



Bz 3-Cl-Pro- 

Bz 3 -CI -Pro - 

Bz 3-Cl-Pro- 

Bz 3-Cl-Pro- 

Bz 3 -CI -Pro - 

Bz 3 -CI -Pro- 

Bz 3 -CI -Pro - 

Bz 3 -CI -Pro - 

Bz 3-Cl-Pro- 

Bz 3-Cl-Pro- 

Bz 3-Cl-Pro- 

Bz 3-Cl-Pro- 

Bz 3 -CI -Pro - 

Bz 3-Cl-Pro- 



i 



i 



1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- . 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

>2-HOPr-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

a 

HOEt-NH- 

i 
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Table 1 



Cpd. R 1 R 3 R 4 z ^5 

NO. 



2 640 2-Pyr-CO- CarCH 2 

2641 3-Pyr-CO- CarCH 2 

2 642 4-Pyr-CO- CarCH- 

2643 4-MeO-2-Quin-CO- CarCH 2 

2644 2-Np-CO- CarCH 2 
2 645 1-Np-CO- CarCH- 

2646 2-Bfur-CO- CarCH 2 

2647 3-Bfur-CO- CarCH. 

2648 5-Bu-2-Pyr-CO- CarCH 2 

2649 4-H0-2-Quin-C0- CarCH 0 

2650 3-HO-2-Quix-C0- CarCH 0 

2651 1-Np-Sfo- CarCH 2 

2652 2-Np-Sfo- CarCH 2 
2 653 Boz CarCH 2 



Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3-Cl-Prb- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 - CI - Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l/l-diMe-2- 

HOEt-NH- 
Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3 -CI -Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
Bz 3-Cl-Pro- l,l-diMe-2- 

HOEt-NH- 
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Table l 



Cpd. R J 
No. 



R 



2654 Bz-NHCO- 

2655 Bz-NHCS- 

2656 2-Ind-CO- 

2657 3-Ind-CO- 

2658 tBoc 



CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH^ 



2659 2-Pyrd-CO- CarCH. 



2 



2660 1-Pip-CO- CarCH^ 

2661 2-Thi-CO- CarCH 2 

2662 MecCO- CarCH 

2 

2663 PhoAc - CarCH 2 
2 664 MPhoAc - CarCH 

2 

2665 3-Bzisox-CO- CarCH 2 

i 

2666 2-Bzim-CO- CarCH 2 

2667 N-Me-3- Ind-CO- CarCH 0 



Bz 3-Cl-Pro- 

Bz 3 -CI -Pro - 

Bz 3-Cl-Pro- 

Bz 3 -CI -Pro - 

Bz 3-Cl-Pro- 

Bz 3-Cl-Pro- 

Bz 3-Cl-Pror 

Bz 3-Cl-Pro- 

Bz 3-Cl-Pro- 
Bz . 3 -CI -Pro- 

Bz 3 -CI -Pro - 

Bz 3 -CI -Pro - 

Bz 3-Cl-Pro- 

Bz 3-Cl-Pro- 



1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
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Cpd. 

NO. 



2668 2-Bzthiaz-CO- 



2669 2-Bzoxaz-CO- 



2673 5-H 2 NAcO-2-Ind- 
CO- 

2674 5-Bzim-CO- 

2675 (l-NpO)Ac- 



35 2676 1-NpOCO- 

2677 2-NpOCO- 

40 2678 <3-PhPho)Ac- 

2679 (2-NpO) Ac- 



CarCH^ 



CarCHL 



2670 5-MeO-2-Ind-C0- CarCH„ 



2671 5-HO-2-Ind-CO- CarCH. 



2672 5-AcO-2-Ind-CO- CarCH. 



45 



50 



2680 Bzc 



2681 2-Quix-CO- 



CarCH„ 



CarCH^ 



CarCH^ 



CarCH„ 



CarCHL 



CarCH^ 



CarCH. 



CarCH 0 



CarCH, 



R 

Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 



3 -CI -Pro - 
3 -CI -Pro- 
S-Cl-Pro- 
3 -CI - Pro- 
3-Cl-Pro- 
3-Cl-Pro- 
3-Cl-Pro- 
3-Cl-Pro- 
3 -CI -Pro- 
3-Cl-Pro- 
3 -CI -Pro - 
3 -Cl-Pro- 
3 -CI- Pro - 
3 -CI -Pro- 



1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l, 1-diMe- 

2-HOPr-NH 
1, 1-diMe- 

2-HOPr-NH 
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Table 1 

Cpd. R 1 R 3 "~^4 z ^ 

NO. 



2682 2-Quin-CO- CarCH 2 

2683 3-Quin-CO- CarCH 0 

2684 4-Quin-CO- CarCH 2 

2685 2-Pyr-CO- CarCH 2 

2686 3-Pyr-CO- CarCH 2 

2687 4-Pyr-CO- CarCH 0 

2688 4-MeO-2-Quin-CO- CarCH 0 

2689 2-Np-CO- CarCH 2 

2690 1-Np-CO- CarCH 2 
2 691 2-Bfur-CO- CarCH 0 

2692 3-Bfur-CO- CarCH 0 

t 

2 693 5-Bu-2-Pyr-C0- CarCH 2 

2694 4-HO-2-Quin-CO- tCarCH 2 

2695 3-HO-2-Quix-C0- CarCH_ 

f ■ 



136 



Bz 3 -CI -Pro- l, 1-diMe- 

2-HOPr-NH 
Bz 3-Cl-Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI - Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3 -CI - Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3 -CI - Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-Cl-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz ( 3 -CI -Pro- 1,1-diMe- { 

2-fHOPr-NH- 
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Table 1 



Cpd. R 1 R 3 R 4 z r5 

No. 



2696 1-Np-Sfo- CarCH 2 

2697 2-Np-Sfo- CarCH 2 
269 8 Boz CarCH 2 

2699 Bz-NHCO- CarCH 2 

2700 Bz-NHCS- CarCH 0 

2701 2-Ind-CO- CarCH 2 

2702 3-Ind-CO- CarCH 2 

2703 tBoc CarCH 2 

2704 2-Pyrd-CO- CarCH 2 

2705 2 -Pip- CO- CarCH 2 
2 706 2-Thi-CO- CarCH 2 
2707 MecCO- CarCH 2 
2 708 PhoAc- CarCH 2 
2709 MPhoAc- CarCH 2 



Bz 3-Cl-Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3-Cl-Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3-Cl-Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI -Pro- 1,1-diMe- 

2-HOPr-NH 
Bz 3 -CI - Pro- 1,1-diMe- 

2 -HOPr-NH 
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Table 1 



Cpd. 
No, 



2710 3-Bzisox-CO- CarCH- Bz 



2711 2 -Bzim- CO- 



CarCH 2 



2712 N-Me-3-Ind-CO- CarCH 



2713 2-Bzthiaz-CO- CarCH. 



2714 2-Bzoxaz-CO- CarCH 



2715 5-MeO-2-Ind-CO- CarCH. 



27l£ 5-HO-2-Ind-CO 
2717 5-AcO-2-Ind-CO 



CarCH o5 



2718 5-H 2 NAcO-2- 
Ind-CO- 

2719 5 -Bzim- CO - 



2720 (2-NpO)Ac- 



2721 (l-NpO)Ac- 



2722 1-NpOCO- 



2723 2-NpOCO- 



- CarCH. 



CarCH. 



CarCH. 



CarCH,, 



CarCH. 



CarCH. 



CarCH^ 



Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 



3-Cl-Pro- 
3 -CI -Pro- 
3 -CI -Pro - 
3-Cl-Pro- 
3 -CI -Pro- 
s' CI- Pro- 
3-Cl-Pro- 
3-Cl-Pro- 
3-Cl-Pro- 
3-Cl-Pro- 
3-Cl-Pro- 
3 -CI- Pro- 
3 -CI - Pro- 
3-Cl-Pro- 



1, 1-diMe- 

2-HOPr-NH 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-dd.Me- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
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Tabic I 



5 





Cpd. 
No. 


R 1 


R 3 


R 4 




z 




R 5 


10 


2724 


(3-PhPho) Ac- 


CarCH 0 

2 


Bz 


3 


-Cl- 


Pro- 


1,1- diMe - 


















2 -HOPr-NH- 


15 


2725 


Bzc 


CarCH- 

2 


3-Cl-Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2726 


2-Quix-CO- 


CarCH^ 
2 


3-Cl-Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2727 


Bzc 


CarCH 0 


4-MeOBz 


3 


-Cl- 


Pro- 


£BuNH- 




2728 


2-Quix-CO- 


CarCH^ 

2 


4-MeOBz 


3 


-Cl- 


Pro- 


tBuNH- 


20 


2729 


Bzc 


CarCH- 

2 


4-Me-Bz 


3 


-Cl- 


Pro- 


£BuNH- 




2730 


2-Quix-CO- 


CarCH^ 

2 


4-Me-Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2731 


Bzc 


CarCH- 
2 


cHxCH 0 
— 2 


3 


-Cl- 


Pro - 


tBuNH- 


25 


2732 


2-Quix-CO- 


CarCH 0 
2 


2 


3 


-Cl- 


Pro- 


tBuNH- 




2733 


Bzc 


MeSOCTU 
2 


Bz 


3 


-Cl- 


Pro- 


£BuNH- 




2734 


BZC 


2 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2735 


Bzc 


MeOCH- - 

2 


Bz 


3 


-CI- 


Pro- 


£BuNH- 


30 


2736 


Bzc 


MecCH 2 CH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2737 


Bzc 


MecCH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2738 


2-Quix-CO- 


MeSOCH 2 - 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 


35 


2739 


2-Quix-CO- 


MeS0 2 CH 2 - 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2740 


2 -Quix-CO- 


MeOCH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2741 


2-Quix-CO- 


MecCH 2 CH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2742 


2-Quix-CO- 


MecCH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 


40 


2743 


2-Quin-CO- 


MeSOCH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2744 


2-Quin-CO- 


MeS0 2 CH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2745 


2-Quin-CO- 


MeOCH 2 - 


Bz 


3 


-Cl- 


Pro- 


JLBuNH- 


45 


2746 


2-Quin-CO- 


MecCH 2 CH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 


2747 


2-Quin-CO- 


MecCH 2 


Bz 


3 


-Cl- 


Pro- 


CBUNH- 




2748 


3-Quin-CO- 


MeSOCH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2749 


3-Quin-CO- 


MeS0 2 CH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 


50 


2750 


3-Quin-CO- 


MeOCH 2 - 


Bz 


3 


-Cl- 


Pro- 


£BuNH- 



55 
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Table l 



5 


Cpd. 
No. 


R 1 


R 3 


R 4 








R 


10 




















2751 


3 -Quill- CO - 


MecCH_CH n 
2 2 


Bz 


3 


-PI - 
V- X 


■ Pro - 


tBuNH- 




2752 


3 -Quin-CO - 


MecCH n - 
2 


Bz 


3 




* riO - 


tBuNH- 


15 


2753 


2 -Bfur-CO- 


MeSOCH- - 
2 


Bz 


-3 


-PI . 

\ — L - 


riO- 


t.BuNH- 




2754 


2-Bfur-CO- 


MeSO^CH^ 
2 2 


Bz 


J 




- Pro- 


tBuNH- 




2755 


2-Bfur-CO 


Me0CH o 
2 


Bz 


-J 
J 


V_X - 


* rTO- 


tBuNH- 


20 


2756 


2-Bfur-CO 


MecCH 2 CH 2 


Bz 


"3 
-3 


-PI - 
t— X 


• PlTO- 


t.BuNH- 


2757 


2-Bfur-CO 


MecCH 2 


Bz 




-PI - 
V-X 


. Dm 
riO 


CdUNH- 




2758 


3-Bfur-CO- 


MeSOCH^ 
2 


Bz 


■3 


- PI - 


* Pro- 


JtBuNH- 




2759 


3-Bfur-CO- 


MeSCUCH^ 
2 2 


Bz 


*3 


-PI - 


• Pro- 


.colxWri- 


25 


2760 


3-Bfur-CO- 


MeOCH^ 
2 


Bz 


•1 
~J 


-PI - 


• Pro - 


CflUWH- 




2761 


3-Bfur-CO- 


MecCH^CH^, 
2 2 


Bz 


3 


-CI- 


• Pro _ 


JZWUNri- 




2762 


3 -Bfur-CO- 


MecCH n 
2 


Bz 


3 


-CI - 


XT X. W 


t-n, ,KTXJ 

ColIXMrl - 


30 


2763 


3-Ind-CO- 


MeS0CH o 
2 


Bz 


3 


- CI - 




uouiNrl - 




2764 


3-Ind-CO- 


MeSO PH 
2 2 


oZ 


3 


-CI - 


Pro- 


JtBuNH- 




2765 


3-Ind-CO- 


MeOCH- 


Bz 


3 


-CI- 


PrO - 


UDUiMn - 


35 


2766 


3-Ind-CO- 


MecCH CH 
* as — *-« v»i*2 2 


OZ 


J 


- CI - 


Pro- 


tBuNH- 


2767 


3-Ind-CO- 


MecCH n 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2768 


Mph-O-Ac- 


MeSOCH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 




2769 


Mph-O-Ac- 


MeS0 2 CH 2 


Bz 


3 


-Cl- 


Pro- 


tBuNH- 


40 


2770 


Mph-O-Ac- 


MeOCH 2 


Bz 


3- 


-Cl- 


Pro- 


tBuNH- 




2771 


Mph-O-Ac- 


MecCH 2 CH 2 


Bz 


3- 


•Cl- 


Pro- 


£BuNH- 




2772 


Mph-O-Ac- 


MecCH 2 


Bz 


3- 


-Cl- 


Pro- 


£BuNH- 


45 


2773 


5-NH 2 -AcO- 


MeSOCH 2 


Bz 


3- 


■Cl- 


Pro- 


tBuNH- 




2-Ind-CO- 
















2774 


5-NH 2 -AcO- 


MeS0 2 CH 2 


Bz 


3- 


-Cl- 


Pro- 


tBuNH- 






2-Ind-CO- 














50 


2775 


5-NH 2 -AcO- 


Me0CH o 


Bz 


3- 


•Cl- 


Pro- 


£BuNH- 



2-Ind-CO- 



55 * 
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Xv 


K 


«4 
R 




Z 




„5 
R 


^77o 


5 - NH^ - AcO - 


MecCH 2 CH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 




^ J.IXU ^-LJ - 














/.III 


5 - NH 2 - AcO - 


MecCH 2 


Bz 


3 


-CI 


- Pro- 


tBuNH- 




^ J.U.VJ. V«#Vj 














Z / / O 


4 - NH^ - PflOAC - 


MeS0CH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 


2779 


A _ MU . Dhn&n 
*± lifl^ lr nO AC - 


Meb(J 2 uH 2 


Bz 


3 


-CI 


- Pro- 


tBuNH- 


O *7 q n 


A MU nu A liA. 

4 - - PnoAc - 


MeOCH 2 


Bz 


3 


-CI 


- Pro- 


CBuNH- 


0701 


A _ Mtj _ nv» 

*'" 2 - 


MeccH 2 ch 2 


Bz 


. 3 


-CI 


-Pro- 


£BuNH- 


O *7 Q O 


a \rtj nu t» 

4 - - PnoAc - 


MecCH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 


b / O J 




MeaUCll 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 




Pho - Ac - 














0704 




MebU 2 uH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 




Pho - Ac - 














2785 




wevjL.ri 2 


BZ 


3 


- CI 


- Pro- 


tBuNH- 




it no - ac - 














2786 


4- [Bzc-NH] - 


MecCH 2 CH 2 


Bz 






tr jl 0 






Pho -Ac- 














2787 


4- [Bzc-NH] - 


MecCH 2 


BZ 


3 


-CI 


- Pro- 


tBuNH- 




Pho -Ac - 














2788 


4- [ (MorAc) - 


MeS0CH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 




NMe] - PhoAc - 














2789 


4- [ (MorAc) - 


MeSQ 2 CH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 




NMe] - PhoAc - 














2790 


4- [ (MorAc) - 


MeOCH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 




NMe - PhoAc - 














2791 


4- [ (MorAc) - 


MecCH 2 CH 2 


Bz 


3 


-CI 


-Pro- 


tBuNH- 



NMe - PhoAc - 



141 



EP0 587 311 A1 



Cpd. 
No. 


R 1 


K 


R 


Z 


R 5 


2792 


4- f fMorAr) - 


WeCL.Jri2 


Bz 


3-Cl-Pro- 


tBuNH- 




NMe - PhoAc - 








2793 


4 -MeO-Bzc - 




Bz 


3 -CI -Pro- 


tBuNH- 


2794 


Bzc 


2 2 


Bz 


s' Br- Pro - 


tBuNH- 


2795 


Bzc 


2 -Car-Et 


Bz 


3 -Br- Pro - 


tBuNH- 


2796 


Bzc 


CNCH 2 


Bz 


3 -Br- Pro- 


tBuNH- 


2797 


Bzc 


J. Ir* 27 


Bz 


s' Br -Pro- 


tBuNH- 


2798 


Bzc 


t~*Rii 


Bz 


s' Br- Pro- 


tBuNH- 


2799 


Bzc 


June V^cl i xi_ 


Bz 


3 -Br- Pro - 


tBuNH- 


2800 


Bzc 


MorfOrH 


oZ 


3 -Br- Pro- 


tBuNH- 


2801 


Bzc 




Bz 


3 -Br- Pro- 


tBuNH- 


2802 


Bzc 


O _ IVJTT 

~ -i>iri 2 


Bz 


s' Br -Pro - 


tBuNH- 


2803 


Bzc * 


0 JN*i 2 - Fir 


Bz 


3 -Br- Pro- 


tBuNH- 


2804 


Bzc 




Bz 


s' Br- Pro- 


tBuNH- 


2805 


BZC 




Bz 


3-Br-Pro- 


tBuNH- 


2806 


Bzc 


u 
n 


Bz 


3-Br-Pro- 


tBuNH- 


2807 


Bzc 


Horn 
— 2 


BZ 


3 -Br-Pro- 


tBuNH- 


2808 


Bzc 


4 - Thi z - CH 


DZ 


3 - Br- Pro - 


tBuNH- 


2809 


Bzc 


4-Imid-CH 2 


Bz 


3-Br-Pro- 


tBuNH- 


2810 


BZC 


COOH-CH 2 


Bz 


3-Br-Pro- 


jlbunh- 


2811 


Bzc 


2-C00H-Et 


Bz 


3-Br-Pro- 


tBuNH- 


2812 


Bzc 


MeSCH 2 


Bz 


3 -Br- Pro - 


CBuNH- 


2813 


Bzc 


SamCH 2 


Bz 


3 - Br- Pro- 


tBuNH- 


2814 


Bzc 

t 


■ Bz 


Bz 

• 


s' Br- Pro - 


tBuNH- 


2815 


BZC 

f 


Sim-CH 2 


BZ 


3 -Br -Pro- 


tBuNH- 


2816 


Bzc 


Hia-CH 2 


Bz 


s' Br- Pro - 


tBuNH- 


2817 


Bzc 


2-SimEt 


Bz 


3-Br-Fro- 


£BuNH- 


2818 


Bzc 


2-HiaEt 


Bz 


3-Br-Pro- 


tBuNH- 



t ( 
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10 



Cpd. R 1 R 3 R 4 Z R 5 

NO. 



15 



20 



25 



35 



40 



45 



50 



2819 


Bzc 




NH«CH^ 
2 2 


Bz 


3 


_ Rt- 

OJL 


Pro - 




2820 


Bzc 




MeNHCH^ 
2 


Bz 


3 


-Br- 




*- DiiMU. 


2821 


2 


-Quix- 


CO- 


2-Car-Et 


Bz 


3 


-Br- 


Pro- 




2822 


2 


-Quix- 


CO- 


CNCH 2 


Bz 


3 


- Br- 


Pro - 


tlBuNH- 


2823 


2 


-Quix- 


co- 


iPr 


Bz 


3 


-Br- 


Pro - 


J£BuNH- 


2824 


2 


-Quix- 


co- 


£Bu 


Bz 


3 


-Br- 


Pro - 


tBuNH- 


2825 


2 


-Quix- 


co- 


diMeCarCH^ 
2 


Bz 


3 


-Br- 


Pro - 


tBuNH- 


2826 


2 


-Quix- 


co- 


MorCOCH^ 
2 


Bz 


3 


-Br- 


Pro ~ 


£BuNH- 


2827 


2 


-Quix-CO- 


PipC0CH 2 


Bz 


3 


-Br- 


Pro - 


^BuNH- 


2828 


2 


-Quix- 


co- 


2-NHL-Et 
z 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


2829 


2 


-Quix- 


co- 


3-i«H 2 -Pr 


Bz 


3 


-Br- 


Pro - 


tBuNH- 


2830 


2 


-Quix- 


co- 


MeCarCH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


2831 


2 


-Quix- 


co- 


EtCarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


2832 


2 


-Quix- 


co- 


H 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


2833 


2 


-Quix- 


co- 


H0CH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


2834 


2 


-Quix- 


co- 


4-Thiz-CH 2 


Bz 


3 


-Br^ 


Pro- 


£.BuNH- 


2835 


2 


-Quix- 


co- 


4-Imid-CH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


2836 


2 


-Quix- 


co- 


COOH-CH 2 


Bz 


3 


-Br- 


Pro- 


JtBuNH- 


2837 


2 


-Quix- 


co- 


2-COOH-Et 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


2838 


2 


-Quix- 


co- 


MeSCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


2839 


2 


-Quix-CO- 


SamCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


2840 


2 


-Quix- 


co- 


Bz 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


2841 


2 


-Quix- 


co- 


Sim-CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


2 842 


2 


-Quix- 


co- 


Hia-CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


2843 


2 


-Quix- 


co- 


2-SimEt 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


2844 


2 


-Quix- 


co- 


2-HiaEt 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


2845 


2 


-Quix- 


co- 


NH 2 CH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


2846 


2 


-Quix- 


co- 


MeNHCH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 



EPO 587 311 A1 



Table 1 

°P d - r1 R 3 R 4 Z ^" 

No. 



10 





2847 


2 -Quix-CO- 


Me 2 NCH 2 


Bz 


3 


-Br- 


•Pro- 


tBuNH- 






j - yum - co - 


CarCH 2 


Bz 


3 


-Br- 


•Pro- 


tBuNH- 


15 


2849 


4-Quin-C0- 


CarCH 2 


Bz 


3 


-Br- 


•Pro- 


tBuNH- 








CarCH 2 


Bz 


3 


-Br- 


•Pro- 


tBuNH- 




9QC1 


3 - y yr - - 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 






** ryr- v-vj ~ 


CarCH 2 


Bz 


3 


•Br- 


•Pro- 


tBuNH- 


20 


OQC-3 


-weu- z - yuin - 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 






















2854 


o - Mn - r*n - 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


25 




1 - tsIt-> _ r*r\ 
x - i>ip - L.U - 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 




JO 


9 -Qfnr /"^Pl 

<<- »tur - lu - 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 








CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


30 


«iO JO 


O ~ flu - ^ - Fy 3T - CO - 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




2859 


4-H0-2-Quin- 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 






CO- 
















2860 


3-HO-2-Quix- 


CarCH 0 


Bz 


3 


- Br - 






35 




CO- 
















2861 


1-Np-Sfo- 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




2862 


2-Np-Sfo- 


CarCH 2 


Bz 


3 


■Br- 


Pro- 


tBuNH- 


40 


2863 


Boz 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 




2864 


Bz-NHCO- 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




2865 


Bz-NHCS- 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


45 


2866 


3-Ind-CO- 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




2867 


2-Pyrd-CO- 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




2868 


2-Pip-CO- 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




2869 


2-Thi-CO- 


Ca , rCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


50 


2870 


MecCO- 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




2871 


PhoAc - 


CarCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


55 
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No. 
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2872 


3 -Bzisox-CO- 


CarCH 2 




2873 


2 -Bzim-CO- 


CarCH 2 


15 


2874 


N-Me-3-Ind-CO- 


CarCH 2 




2875 


2-Bzthiaz-CO- 


CarCH 2 




2876 


2 -Bzoxaz-CO- 


CarCH 2 


20 


2877 


5-MeO-2-Ind- 
C0- 


CarCH 2 




2878 


5-HO-2-Ind-C0- 


CarCH 2 




2879 


5-AcO-2-Ind- 


CarCH 2 


25 




CO- 




2880 


5-H 2 NAcO,-2- 
Ind-CO- 


CarCH 2 


30 


O Q Q1 


b - DZim* co - 


CarCH 2 




2882 


(2-NpO) Ac- 


CarCH 2 




2 883 


tl -NpO) Ac - 


CarCH 2 




2884 


1-NpOCO- 


CarCH 2 


35 


2885 


2-NpOCO- 


CarCH 2 




2886 


(3-PhPho) Ac- 


CarCH 2 




2887 


2 -Quix-CO 


CarCH 2 


40 


2888 


2 -Quix-CO 


CarCH 2 




2889 


2 -Quix-CO 


CarCH 2 




2890 


2 -Quix-CO 


CarCH 2 


45 


2891 


Bzc 


CarCH 2 




2892 


Bzc 


CarCH 2 




2893 


Bzc 


CarCH 2 


50 


2894 


Bzc 


CarCH 2 



55 



Bz 


3 


-Br- 


Pro- 


tBuNH- 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


Bz 


3 


-Br- 


Pro- 


tBuNH- . 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


Bz 


3 


-Br- 


Pro- 


3-HOPr-NH- 


BZ 


3 


-Br- 


Pro- 


Bu-NH- 


Bz 


3 


-Br- 


Pro- 


tBuO- 


Bz 


3 


-Br- 


Pro- 


1, l-diMe-2 










HOEt-NH- 


Bz 


3 


-Br- 


Pro- 


3-HOPr-NH- 


Bz 


3 


-Br- 


Pro- 


Bu-NH- 


Bz 


3 


-Br- 


Pro- 


tBuO- 


Bz 


3 


-Br- 


Pro- 


1, l-diMe-2 










HOEt-NH- 



5, 
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2895 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


3 


-Br 


- Pro- 


CBuNH- 


15 


2896 


2-NH 2 -PhoAc- 


CarCHL, 
2 


Bz 


~3 


or 


- Pro - 


£BuNH- 


2897 


2 , 3 - diNH 2 - Pho - Ac - 


CarCH 2 


Bz 


3 


-Br 


-Pro- 


£BuNH- 




2898 


2,4-diNH 2 -Pho-Ac- 


CarCH 2 


Bz 


3 


-Br 


-Pro- 


£BuNH- 




2899 


4-NH 2 -Ph-C0- 


CarCH- 
2 


Bz 


3 


-Br 


^ J- VJ 


f* "RnTVTXJ 


20 


2900 


4-NH 2 -Bzc 


CarCH 2 


Bz 


3 


-Br 


-Pro- 


£BuNH- 




2901 


4-Me 2 N-PhoAc- 


CarCH 0 
2 


Bz 


3 


-Br- 


- Prn- 


t" nnMU 




2902 


4- [Me (Bz) N] -PhoAc- 


CarCH 2 


Bz 


3 


-Br- 


-Pro- 


£BuNH- 


25 


2903 


4-Mor-PhoAc- 


CarCH 2 


Bz 


3 


-Br- 


- Pro- 


tBuNH- 




2904 


4- [N-Bz-Pipr] -PhoAc- 


CarCH 2 


Bz 


3 


-Br- 


•Pro- 


tBuNH- 




2905 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


3 


-Br- 


•Pro- 


£BuNH- 




2906 


4- [ (4' -Me-Bzc) -NH] - 


CarCH 2 


Bz 


3- 


-Br- 


•Pro- 


£BuNH- 


30 




PhoAc- 














2907 


4- [tBoc-NH] -Pho- 


CarCH 2 


Bz 


3- 


-Br- 


Pro- 


tBuNH- 






Ac- 












35 


2908 


4- [tBoc-MeN] -Pho- 


CarCH 2 


Bz 


3- 


■Br- 


Pro- 


tBuNH- 






Ac- 














2909 


4-Gly-NH-PhoAc- 


CarCH 2 


Bz 


3- 


■Br- 


Pro- 


tBuNH- 


40 


2910 


4- [Gly-NMe] -Pho- 


CarCH 2 


Bz 


3- 


Br- 


Pro- 


tBuNH- 




Ac- 














2911 


4- [ (N-Me-Gly) NMe] - 


CarCH 2 


Bz 


3- 


Br- 


Pro- 


£BuNH- 






PhoAc - 












45 


2912 


4- [(N-tBoc- 


CarCH 2 


Bz 


3- 


Br- 


Pro- 


tBuNH- 






Gly)NMe] -PhoAc- 
















2913 


4- [ (N-tBoc-NMe- 


CarCH 2 


Bz 


3- 


Br- 


Pro- 


tBuNH- 



Gly) NMe] -PhoAc- 



50 
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Table X 



10 



15 



20 



25 



30 



35 



40 



45 



50 



Cpd. 
NO. 



2914 Boc 

2915 4- [ (BrAc)NMe] - 
PhoAc - 

2916 4- [ (4' -MeO- 
Bzc)NH] -PhoAc- 

2917 H-Me-4-PipO-Ac- 

2918 4-NH 2 -fiHxO-Ac- 

2919 4-NH 2 -PhoAc- 



2920 3-NH 2 -PhoAc- 



2921 2-NH 2 -PhoAc» 



2922 2,3-diNH 2 -Pho-Ac- 



2922 2 # 4-diNH 2 -Pho-Ac- 



2924 4-NH 2 -Ph-CO- 



2925 4-NH 2 -Bzc 



CarCH 2 Bz 3-Br-Pro- 
CarCH- Bz 3-Br-Pro- 



2926 4-Me 2 N-PhoAc- 



2927 4- [Me(Bz)N] -Pho-Ac- CarCH. 



2928 4-Mor-PhoAc- 



CarCH 2 Bz 3-Br-Pro- 

CarCH 2 Bz 3-Br-Pro- 

CarCH 2 Bz 3-Br-Pro- 

CarCH 2 Bz 3 -Br- Pro- 
Car CH 2 Bz 3 -Br -Pro - 
CarCH 2 Bz 3 -Br- Pro - 
CarCH 2 Bz 3 -Br- Pro - 
CarCH 2 Bz 3 -Br- Pro - 
CarCH 2 Bz 3 -Br- Pro - 
CarCH ? Bz 3 -Br- Pro - 
^ Bz 3 -Br -Pro - 
CarCH- Bz 3-Br-Pro- 



tBuNH- 
tBuNH- 



CarCH 2 Bz 3 -Br- Pro- tBuNH- 



tBuNH- 

tBuNH- 

1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l f l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
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10 



15 



20 



25 



30 



35 



40 



45 



50 



Cpd. 
NO. 



2929 4- [g-Bz-Pipr] 
PhoAc - 

2930 4-MeNH-PhoAc- 



2931 4- [ (4' -Me-Bzc> - 
NH] - PhoAc - 

2932 4- [Bzc-NH] -Pho- 
Ac - 

2933 4- [£Boc-NH] -Pho- 
Ac - 

2934 4- [£Boc-MeN] - 
PhoAc - 

2935 4-Gly-NH-Pho- 
AC- 

2936 4- [Gly-NMe] -Pho- 
Ac - 

2937 4- [ (fi-Me- 

Gly) NMe] - PhoAc - 

2938 4«[(N-tBoc- 
Gly) NMe] - PhoAc - 

2939 4- [ (N- tBoc-NMe- 
Gly) NMe] - PhoAc - 

2940 Boc 

2941 4- [ (BrAc) NMe] - 
PhoAc - 

2942 4- [(4' -MeO- 
Bzc)NH] - PhoAc - 



CarCH 0 



CarCH 0 



CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

GarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCKL 



Bz 
Bz 



CarCH 2 Bz 
CarCH 2 



Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 



3-Br-Pro- 
3-Br-Pro- 
3-Br-Pro- 
3-Br-Pro- 
3 -Br -Pro - 
3-Br-Pro- 
3 -Br -Pro - 
3-Br-Pro- 
3-Br-Pro- 
3 -Br-Pro- 
3-Br-Pro- 
3 - Br- Pro - 
3 -Br- Pro- 
3 -Br- Pro - 



1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEc-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
4 l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
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Table 1 



Cpd. 
No. 



R 



10 



15 



20 



25 



30 



40 



2943 N-Me-4 -Pip-O-Ac- CarCH„ 



2944 4-NH 0 -£HxO-Ac- CarCH„ 



2945 4- [ (MorAc)NMe} - 
PhoAc - 

2946 4-NH 2 -PhoAc- 



2947 3-NH 2 -PhoAc- 



2948 2-NH 2 -PhoAc- 



2949 2 # 3-diNH 2 -Pho-Ac- 



2950 2,4-diNH 2 -Pho-Ac- 



2951 4-NH 2 -Ph-C0- 



2952 4-NH 2 -Bzc 



2953 4-Me 2 N-PhoAc- 



45 2955 4-Mor-PhoAc- 

2956 4- [H-Bz-Pipr] 
PhoAc - 

50 



CarCH^ 



CarOL, 



CarCH^ 



CarCH n 



CarCH„ 



CarCH. 



CarCH n 



CarCH. 



CarCH„ 



2954 4 - [Me ( Bz ) N] - PhoAc - CarCH n 



CarCH- 



CarCH n 



Bz 3- 

Bz 3- 

Bz 3 

BZ 3- 

Bz 3- 

Bz 3 

Bz 3 

Bz 3« 

Bz 3 

Bz 3- 



Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 



Bz 3 -Br- Pro- 



Bz 3« 
Bz 3< 
Bz 3- 



Br-Pro- 
Br-Pro- 
Br-Pro- 



1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-H0Pr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
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Cpd. 
No. 



R 



2957 4-MeNH-PhoAc- 

2958 4- [ (4' -Me-Bzc) -NH] 
PhoAc - 

2959 4- [Bzc-NH] -PhoAc- 

2960 4- [JtBoc-NH] -Pho- 
Ac - 

2961 4- [tBoc-MeN] - Pho- 
Ac- 

2962 4-Gly-NH-PhoAc- 

2963 4- [Gly-NMe] -Pho- 
Ac - 

2964 4 - [ (N-Me-Gly) NMe] - 

i. 

PhoAc - 
29 65 4- [ (N-tBoc- 

Gly) NMe] - PhoAc - 

2966 4- [ <N-£Boc-NMe- 
Gly) NMe] - PhoAc - 

2967 Boc 

2968 4- [ (BrAc) NMe] - 
PhoAc - 

2969 4- [ <4' -MeO- 
Bzc)NH] - PhoAc - 

2970 N-Me-4-PipO-Ac- 



CarCH 2 
• CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH^ 



Bz 3 -Br-Pro- 

Bz 3 -Br- Pro - 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3 -Br- Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3*rBr-Pro- 



1,1 
2 

1,1 
2 

1,1 
2 

1,1 
2 

1,1 
2 

1,1 
2 

1,1 
2 

1,1 
2 

1, 1- 

2- 
1,1- 

2- 
1,1- 

2- 
1,1- 

2- 

1,1- 
2- 

2- 



-diMe- 
- HOPr-NH 
-diMe- 
- HOPr-NH 
-diMe- 
-HOPr-NH- 
-diMe- 
-HOPr-NH- 
-diMe- 
-HOPr-NH- 
-diMe- 
- HOPr-NH - 
-diMe- 
- HOPr-NH - 
-diMe- 
■ HOPr-NH - 
•diMe- 
HOPr-NH- 
diMe- 
HOPr-NH- 
diMe- 
HOPr-NH- 
diMe- 
HOPr-NH- 
diMe- 
HOPr-NH- 
diMe- 
HOPr-NH- 
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10 



15 



20 



25 



30 



35 



40 



45 



50 



Cpd. 
No. 



2971 4-NH 2 -cHxO-Ac- CarCH. 



2972 4- [ (MorAc) NMe] - CarCH 2 
PhoAc - 

2973 2-Quin-CO- 

2974 3-Quin-CO- 

2975 4-Quin-CO- CarCH 2 

2976 2-Pyr-CO- CarCH 2 

2977 3-Pyr-CO- CarCH 2 

2978 4-Pyr-CO- CarCH- 



2979 4-Me0-2-Quin-C0- CarCH. 



2980 2-Np-CO- 



2981 1-Np-CO- 



2982 2 -Bfur-CO- 



2983 3-Bfur-CO- 



CarCH. 



Bz 
Bz 



CarCH 2 Bz 
CarCH 0 Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 



CarCH- 



CarCH^ Bz 



CarCH- Bz 



2984 5-Bu-2-Pyr-CO- CarCH« Bz 



3-Br-Pro- 
3 -Br- Pro- 
3-Br-Pro- 
3-Br-Pro- 
3-Br-Pro- 
3 -Br- Pro - 
3-Br-Pro- 
3 -Br- Pro - 
3-Br-Pro- 
3 -Br-Pro- 
3-Br-Pro- 
3-Br-Pro- 
3 -Br- Pro - 
3 -Br-Pro- 



1, l-diMe- 
2-H0Pr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
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Table 1 



Cpd. R 1 R 3 ~ r4 z r5 

No. 



2985 4-HO-2-Quin-CO- CarCH 2 

2986 3-HO-2-Quix-CO- CarCH 2 



2987 1-Np-Sfo- CarCH 2 

2988 2-Np-Sfo- CarCH 

2 

2989 Boz CarCH 2 
2990. Bz-NHCO- CarCH 2 

2991 Bz-NHCS- CarCH 

2992 2-Ind-CO- CarCH 

2 

2993 3-Ind-CO- CarCH 

2 

2994 tBoc CarCH 

2 

2995 2-Pyrd-CO- CarCH 2 

2996 2-Pip-CO- CarCH., 

2997 2-Thi-CO- CarCH ' 

2998 MecCO- CarCH, 



152 



Bz 3 -Br- Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3 -Br- Pro- 1, l-diMe-2- 

HOEt-NH- 

Bz 3-Br-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-Br-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-Br-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-Br-Pro- 1, l-diMe-2 - 

HOEt-NH- 

Bz 3-Br-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-Br-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-Br-Pro- 1, l-diMe-2- 

HOEt-NH- 

Bz 3-Br-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-Br-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-Br-Pro- l,l-diMe-2- 

* 

HOEt-NH- 

Bz 3-Br-Pro- l,l-diMe-2- 

t 

HOEt-NH- 

Bz 3-Br-Pro- l,l-diMe-2- 

HOEt-NH- 

f 
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Cpd. 
NO. 



Table l 



2999 PhoAc- CarCH,. 



3 000 MPhoAc- CarCH.. 



3001 3 -Bzisox-CO- CarCH„ 



3002 2-Bzim-C0- CarCH.. 



3003 N-Me-3-Ind-C0- CarCH. 



3004 2-Bzthiaz-CO- CarCH.. 



3005 2-Bzoxaz-CO- 



CarCH. 



3006 5-MeO-2-Ind-CO- CarCH. 

3007 5-HO-2-Ind-CO- CarCH. 

3008 5-AcO-2-Ind-CO- CarCH 2 

3009 5-H 2 NAcO-2- CarCH 2 

Ind-CO- 

3010 5-Bzim-CO- CarCH 2 

3011 (l-NpO)Ac- CarCH 2 
3 012 1-NpOCO- CarCH^ 



Bz 3 -Br -Pro- 1,1 

Bz 3 -Br -Pro- 1,1 

Bz 3 -Br -Pro- i,i 

Bz 3 -Br- Pro- l, 1 

Bz 3-Br-Pro- 1,1 

Bz 3 -Br -Pro- 1,1 

Bz 3-Br-Pro- 1,1 

Bz 3-Br-Pro- 1,1 

Bz 3-Br-Pro- 1,1 

Bz 3-Br-Pro- 1,1 

Bz 3-Br-Pro- 1,1 

Bz 3-Br-Pro- 1,1- 

Bz 3-Br-Pro- 1,1- 

Bz 3-Br-Pro- 1,1- 



-diMe-2- 
HOEt-NH- 
•diMe-2- 
HOEt-NH- 
•diMe-2- 
HOEt-NH- 
•diMe-2- 
HOEt-NH- 
diMe-2- 
HOEt-NH- 
diMe-2- 
HOEt-NH- 
diMe-2- 
HOEt-NH- 
diMe-2- 
HOEt-NH- 
diMe-2- 
HOEt-NH- 
diMe-2- 
HOEt-NH- 
diMe-2- 
HOEt-NH- 
diMe-2- 
HOEt-NH- 
diMe-2- 
HOEt-NH- 
diMe-2- 
HOEt-NH- 
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-TablR i 



Cpd. R J 
No. 



10 



3013 2-NpOCO- 



is 3014 (3-PhPho)Ac- CarCH. 



3015 (2-NpO)Ac- CarCH. 



20 



25 



30 



3016 Bzc 



3017 2-Quix-CO- CarCH. 



3018 2-Quin-CO- 



3019 3-Quin-CO- 



3020 4-Quin-CO- CarCKL 



35 3021 2-Pyr-CO- 



3022 3-Pyr-CO- 



40 



45 



50 



3023 4-Pyr-CO- 

3 024 4-MeO-2-Quin- 
CO- 

3025 2-Np-CO- 

3026 1-Np-CO- 



CarCH 2 Bz 3 -Br- Pro- 

Bz 3-Br-Pro- 

Bz 3 -Br -Pro - 

CarCH 2 Bz 3 -Br -Pro - 

Bz 3 -Br -Pro - 

CarCH 2 Bz 3 -Br- Pro - 

CarCH^ Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

CarCH 2 Bz 3 -Br- Pro - 

CarCH 2 Bz 3 -Br -Pro - 

CarCH 2 Bz 3 -Br -Pro - 

CarCH 2 Bz 3 -Br- Pro- 

CarCH 2 Bz 3 -Br- Pro - 

CarCH Bz 3-Br-Pro- 



1, l-diMe-2- 
HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2- HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
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Cpd. R J 
No. 



10 



20 



25 



30 



40 



45 



50 



3027 2-Bfur-CO- 



« 3028 3-Bfur-CO- 



CarCH. 



CarCH„ 



3029 5-Bu-2- Pyr-CO- CarCH- 



3030 4-HO-2-Quin-CO- CarCH^ 



3 031 3 -HO-2-Quix-CO- CarCH„ 



3032 1-Np-Sfo- 

3033 2-Np-Sfo- 

3034 BOZ 

35 3035 Bz-NHCO- 

3036 Bz-NHCS- 



3037 2-Ind-CO- 



3038 3-Ind-CO- 



3 039 tBoc 



3040 2-Pyrd-CO- 



CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 



Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 

Bz 3 



CarCH 2 Bz 3 
CarCH 2 Bz 3 



- Br-Pro- 
-Br-Pro- 
■Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 
Br-Pro- 



1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
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Table 1 



Cpd. 
No. 



3041 2 -Pip -CO- CarCH. 

3042 2-Thi-CO- CarCH 2 

3043 MecCO- CarCH 2 

3044 PhoAc- CarCH 2 

3045 MPhoAc CarCH 

2 

3046 3-Bzisox-CO- CarCH- 

3047 2-Bzim-CO- CarCH 2 

3048 N-Me-3-Ind-CO- CarCH 2 
35 3049 2-Bzthiaz-CO- CarCH^ 



10 



15 



20 



25 



30 



40 



45 



50 



3050 2-Bzoxaz-CO- 



CarCH. 



3051 5-MeO-2 -Ind-CO- CarCH. 



3052 5-HO-2-Ind-CO- CarCH. 



3053 5-AcO-2-In'd-CO- CarCH. 



3 054 5-H 2 NAcO-2- 
Ind-CO- 



CarCH. 



Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3 -Br -Pro - 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3 -Br- Pro - 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3-Br-Pro- 

Bz 3 -Br- Pro - 



1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2 -HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
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Table 1 



Cpd. 
No. 



R 



10 



15 



20 



25 



30 



35 



40 



45 



50 



3055 5-Bzim-CO- 



CarCH. 



3056 (2-NpO)Ac- CarCH 2 

3057 (l-NpO)Ac- CarCH 2 

3058 1-NpOCO- CarCH 2 

3059 2-NpOCO- CarCH 2 

3060 (3-PhPho)Ac- CarCH 0 



Bz 
Bz 
Bz 
Bz 
Bz 
Bz 



3-Br-Pro- 
3-Br-Pro- 
3 -Br-Pro- 
3-Br-Pro- 
3 -Br- Pro - 
3-Br-Pro- 



1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH 
1, 1-diMe- 

2-HOPr-NH 
1,1-diMe- 

2-HOPr-NH 
1, 1-diMe- 

2-HOPr-NH 
1, 1-diMe- 

2-HOPr-NH 



3061 


Bzc 


CarCH 2 


3-Cl-Bz 


3 


-Br- 


Pro- 


tBuNH- 


3062 


2-Quix-CO- 


CarCH 2 


3-Cl-Bz 


3 


-Br- 


Pro- 


£BuNH- 


3063 


Bzc 


CarCH 2 


4-MeOBz 


3 


-Br- 


Pro- 


tBuNH- 


3064 


2-Quix-CO- 


CarCH 2 


4-MeOBz 


3 


-Br- 


Pro- 


tBuNH- 


3065 


Bzc 


CarCH 2 


4-Me-Bz 


3 


-Br- 


Pro- 


£BuNH- 


3066 


2-Quix-CO- 


CarCH 2 


4-Me-Bz 


3 


-Br- 


Pro- 


£BuNH- 


3067 


BZC 


CarCH 2 


cHxCH 2 - 


3 


-Br- 


Pro- 


£BuNH- 


3068 


2-Quix-CO- 


CarCH 2 


£HxCH 2 - 


3 


-Br- 


Pro- 


£BuNH- 


3069 


Bzc 


MeSOCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


3070 


Bzc 


MeS0 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


3071 


Bzc 


MeOCH 2 - 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


3072 


Bzc 


MecCH 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


3073 


Bzc 


MecCH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


3074 


2-Quix-CO- 


MeS0CH 2 - 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


3075 


2-Quix-CO- 


MeSQ 2 CH 2 - 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


3076 


2-Quix-CO- 


MeOCH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 
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No. 
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Z 




R 5 


10 




















3077 


2-Quix-CO- 


MecCH 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3078 


2-Quix-CO- 


MecCH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


15 


3079 


2-Quin-CO- 


MeSOCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3080 


2-Quin-CO- 


MeS0 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3081 


2-Quin-CO- 


MeOCH 2 - 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3082 


2-Quin-CO- 


MecCH 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


20 


3083 


2-Quin-CO- 


MecCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3084 


3-Quin-CO- 


MeS0CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3085 


3 -Quin- CO - 


MeS0 2 CH 2 


Bz 


3 


-Br- 


Pro- 


£BuNH- 


25 


3086 


3 -Quin-CO- 


MeOCH 2 - 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3087 


3-Quin-CO- 


MecCH 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3088 


3-Quin-CO- 


f MecCH 2 - 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3089 


2-Bfur-CO- 


*MeS0CH 2 - 


Bz 


3 


-Br- 


Pro- 


LBuNH- 


30 


3090 


2-Bfur-CO- 


MeS0 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3091 


2-Bfur-CO- 


MeOCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3092 


2-Bfur-CO- 


MecCH 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


35 


3093 


2-Bfur-CO- 


MecCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


'- 


3094 


3-Bfur-CO- 


MeSOCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3095 


3-Bfur-CO- 


MeSO-CH n 
2 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


40 


3096 


3-Bfur-CO- 


MeOCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3097 


3-Bfur-CO- 


MecCH CH 
* ■*>»» wirfii^ ^* 2 






- ar- 


rRO- 


tBuNH- 




3098 


3-Bfur-CO- 


MecCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3099 


3-Ind-CO- 


MeS0CH 2 




3 


-Br- 


Pro- 


tBuNH- 


45 


3100 


3 -Ind- CD- 


MeS0 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3101 


S' Ind- CD- 


MeOCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3102 


S' Ind- CO - 


MecCH 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 


50 


3103 


3-Ind-CO- 


MecCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




3104 


MPhOAc- 

i 


MeSOCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 
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R 5 


3105 


MPhOAc - 


MeS0 2 CH 2 


Bz 




- Rr- 

LJ JL 






3106 


MPhOAc - 


MeOCH 2 


a z 


*a 

-3 


- til- 


Pro- 


tBuNH- 


3107 


MPhOAc - 


MecCH-CH- 


Bz 




- Br- 


c ±. \J 




3108 


MPhOAc - 


MecCH 2 


Bz 


"3 
J 




Pro - 


CBUNH- 


3109 


5-NHL-AcO- 
2 


MeSOCH 2 


Bz 


3 


-Br- 


Pro- 


l^o u,in n - 




2 - Ind-CO- 














3110 


5-NH^-AcO- 
2 


MeSO^CH- 
2 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




2 -Ind- CD- 














3111 


S' NH o -Ac0- 
2 


MeOCH- 


Bz 


3 


-Br- 


Pro- 






2-Ind-CO- 














3112 


5-NH o -Ac0- 


MecCH 0 CH_ 
2 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




2-lnd-CO- 














3113 


5-NH- -AcO- 
2 


MecCH 0 


Bz 


3 


-Br- 


Pro- 






2-Ind-CO- 














3114 


4-NH^-Pho- 
2 


MeSOCH 2 


Bz 


3 


-Br- 


Pro- 






AC- 














3115 


4 -NH 2 - Pho- 


MeSO,CH_ 


Bz 


3 


-Br- 


Pro- 


LBuNH- 




Ac - 














3116 


4-NH 2 -Pho- 


MeOCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




Ac- 














3117 


4 -NH 2 - Pho- 


MecCH 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




Ac - 














3118 


4 -NH 2 - Pho- 


MecCH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 




Ac - 














3119 


4- [Bzc-NH] - 


MeSOCH 2 


BZ 


3 


-Br- 


Pro- 


tBuNH- 




PhoAc 














3120 


4- [Bzc-NH] - 


MeS0 2 CH 2 


Bz 


3 


-Br- 


Pro- 


tBuNH- 



PhoAc 
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Z 


R 5 


10 
















3121 


4- [Bzc-NH] - 


MeOCH 2 


Bz 


3-Br-Pro- 


tBuNH- 






PhoAc 








15 


3122 


4- [Bzc-NH] - 


MecCH 2 CH 2 


Bz 


3 -Br- Pro- 


tBuNH- 






PhoAc 










3123 


4- [Bzc-NH] - 


MecCH 2 


Bz 


3-Br-Pro- 


tBuNH- 






PhoAc 








20 


3124 


4- [ (MorAc) - 


MeS0CH 2 


Bz 


3 -Br- Pro- 


tBuNH- 






NMe] - PhoAc 












3125 


4- [ (MorAc) - 


MeS0 o CH o 


Bz 


3-Br-Pro- 


£BuNH- 


25 




NMe] - PhoAc 












3126 


4- [ (MorAc) - 


MeOCH 2 


Bz 


3-Br-Pro- 


tBuNH- 






NMe] -PhoAc 










30 


3127 


4- [ (MorAc) - 


MecCH 2 CH 2 


Bz 


3-Br-Pro- 


tBuNH- 




NMe] - PhoAc 












3128 


4- [ (MorAc) - 


MecCH 2 


Bz 


3 -Br- Pro- 


tBuNH- 






NMe] - PhoAc 








i 


35 


3129 


4-MeO-Bzc 


CarCH 2 


Bz 


3-Br-Pro- 


tBuNH- 




3130 


Bzc 


Me 2 NCH 2 


Bz 


3-I-Pro- 


JLBuNH- 




3131 


Bzc 


2-Car-Et 


Bz 


3-I-Pro- 


tBuNH- 


40 


3132 


Bzc 


CNCH 2 


Bz 


3-I-Pro- 


tBuNH- 




3233 


Bzc 


iPr 


Bz 


3-I-Pro- 


£BuNH- 




3134 


Bzc 


tBu 


Bz 


3-I-Pro- 


tBuNH- 


45 


3135 


Bzc 


diMeCarCH 2 


Bz 


f 

3-I-Pro- 


tBuNH- 


3136 


Bzc 1 


MorC0CH 2 


Bz 


' 3-l-Pro- 


tBuNH- 




3137 


Bzc 


PipC0CH 2 


Bz 


3-I-Pro- 


tBuNH- 




3138 


Bzc 

t 


2-NH 2 -Et 


Bz 


3-I-Pro- 


tBuNH- 


50 


3139 


Bzc 


3-NH 2 -Pr 


! Bz 


3-I-Pro- 


£BuNH- 




3140 


Bzc 


MeCarCH 2 


Bz 


3-I-Pro- 


tBuNH- 
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Z 


R 5 


10 


















3141 


Bzc 


EtCarCH- 
2 


Bz 


3 


- I- Pro- 






3142 


Bzc 


H 


Bz 


3 


-I-Pro- 


£BuNH- 


15 


3143 


Bzc 


H0CH o 


Bz 


3 


-I-Pro- 


tBuNH- 




3144 


Bzc 


4-Thiz-CH- 
2 


Bz 


3 


-I-Pro- 


fcBuNH- 




3145 


Bzc 


4-Imid-CH 2 


Bz 


3 


-I-Pro- 


CBuNH- 




3146 


Bzc 


COOH-CH- 
2 


Bz 


3 


-I-Pro- 




20 


3147 


Bzc 


2-COOH-Et 


Bz 


3 


-I-Pro- 


*-J Wirt 




3148 


Bzc 


MeSCH 0 
2 


Bz 


3 


- I-Pro- 


tBuNH- 




3149 


Bzc 


SamCH^ 
2 


Bz 


3 


-I-Pro- 


tBuNH- 


25 


3150 


Bzc 


Bz 


Bz 


3 


-I-Pro- 


tBuNH- 




3151 


Bzc 


SimCH- 
2 


Bz 


3 


- I-Pro- 


tBuNH- 




3152 


Bzc 


HiaCH 0 


Bz 


3 


-I-Pro- 


tBuNH- 


30 


3153 


Bzc 


2 -Sim- Et 


Bz 


3 


-I-Pro- 


tBuNH- 


3154 


Bzc 


2-Hia-Et- 


Bz 


3 


: I : Pro- 


tBuNH- 




3155 


Bzc 


NH 2 CH 2 


Bz 


- 3 


-I-Pro- 


tBuNH- 




3156 


Bzc , 


MeNHCH- 


Bz 


3 


-I-Pro- 


tBuNH- 


35 


3157 


2-Quix-CO- 


2-Car-Et 


Bz 


3 


- I-Pro- 


tBuNH- 




3158 


2-Quix-CO- 


cnch 2 


Bz 


3 


~I-Pro- 


tBuNH- 




3159 


2-Quix- CO- 


iPir 




-a 


- ± - - 


£BuNH- 


40 


3160 


2-Quix-CO- 


tBu 


Bz 


3 


-I-Pro- 


£BuNH- 




3161 


2-Quix-CO- 


diMeCarCH 2 


Bz 


3 


-I-Pro- 


£BuNH- 




3162 


2-Quix-CO- 


MorCOCH 2 


Bz 


3 


- T - Pro - 


hRn mi _ 


45 


3163 


2-Quix-CO- 


PipCOCH 2 


Bz 


3 


-I-Pro- 


£BuNH- 


3164 


2-Quix-CO- 


. 2-NH 2 -Et 


Bz 


3 


-I-Pro- 


tBuNH- 




3165 


2-Quix-CO- 


3-NH 2 -Pr 


Bz 


3 


-I-Pro- 


£BuNH- 




'3166 


2-Quix-CO- 


MeCarCH 2 


Bz 


3 


-I-Pro- 


tBuNH- 


50 


3167 


2-Quix-CO- 


EtCarCH 2 


Bz 


3 


-I-Pro- 


tBuNH- 




3168 


2-Quix-CO- 


H 


Bz 


3 


-I-Pro- 


£BuNH- 


55 
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3169 


2-Quix-CO- 


H0CH 2 


Bz 


3 


-I 


-Pro- 


tBuNH- 


3170 


2-Quix-CO- 


4-Thiz-CH 2 


Bz 


3 


-I 


-Pro- 


tBuNH- 


3171 


2 -Quix-CO- 


4-Imid-CH 2 


Bz 


3 


♦I 


-Pro- 


tBuNH- 


il/2 


2-Quix-CO- 


COOH-CH 2 


Bz 


3 


-I 


- Pro- 


tBuNH- 


3173 


2 -Quix-CO- 


2-COOH-Et 


Bz 


3 


-I 


- Pro- 


tBuNH- 


3174 


2-Quix-CO- 


MeSCH 2 


Bz 


3 


-I 


- Pro- 


tBuNH- 


3175 


2 -Quix-CO- 


SamCH 2 


Bz 


3 


-I 


- Pro- 


tBuNH- 


3176 


2-Quix-CO- 


Bz 


Bz 


3 


-I 


-Pro- 


tBuNH- 


3177 


2-Quix-CO- 


SimCH 2 


Bz 


3 


-I- 


-Pro- 


tBuNH- 


3178 


2-Quix-CO- 


HiaCH 2 


Bz 


3 


-I- 


- Pro- 


tBuNH- 


J 179 


2 -Quix-CO- 


2-Sim-Et 


Bz 


3 


-I- 


-Pro- 


tBuNH- 


3180 


2 -Quix-CO- 


2-Hia-Et 


Bz 


3- 


-I- 


-Pro- 


tBuNH- 


Ol Ql 


^ - yuix - CO - 


NH 2 CH 2 


Bz. 


3- 


-I- 


-Pro-' 


tBuNH- 


3182 


2 -Quix-CO - 


MeNHGH 2 


Bz 


3- 


-I- 


■Pro 4 


tBuNH- 


3183 


2 - Quix-CO - 


Me 2 NCH 2 


Bz 


3- 


-I- 


•Pro- 


tBuNH- 


3184 


3-Quin-CO- 


CarCH 2 


Bz 


3- 


-I- 


Pro- 


tBuNH- 


3185 


4-Quin-CO- 


CarCH 2 


Bz 


3- 


-I- 


•Pro- 


tBuNH- 


3186 


2-Pyr-CO- 


CarCH 2 


Bz 


3- 


•I- 


Pro- 


tBuNH- 


3187 


3-Pyr-CO- 


CarCH 2 


Bz 


3- 


I- 


Pro- 


£BuNH- 


3188 


4-Pyr-CO- 


CarCH 2 


Bz 


3- 


■I- 


Pro- 


tBuNH- 


3189 


4-MeO-2- 


CarCH 2 


Bz 


3- 


I- 


Pro- 


tBuNH- 




Quin-CO- 










* 




3190 


2-Np-CO- 


CarCH 2 


Bz 


3- 


I- 


Pro- 


tBuNH- 


3191 


1-Np-CO- 


CarCH 2 


Bz 


3- 


I- 


Pro- 


tBuNH- 


3192 


2-Bfur-CO- 


CarCH 2 


Bz 


3- 


I- 


Pro- 


£BuNH- 


3193 


3-Bfur-CO- 


CarCH 2 


Bz 


3- 


I r 


Pro- 


tBuNH- 


3194 


5-Bu-2-Pyr- 


CarCH 2 


Bz 


3- 


It 


Pro- 


tBuNH- 



CO- 
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No. 


R 1 


R 3 


R 4 






Z 


R 5 


10 




















3195 


4 -HO-2-Quin-CO- 


CarCH- 


Bz 


3- 


I 


-Pro- 


£BuNH- 




3196 


3 -HO-2-Quix-C0- 


CarCH n 


Bz 


3- 


I 


-Pro- 


£BuNH- 


15 


3197 


1-Np-Sfo- 


CarCH- 


Bz 


3- 


I 


- Pro- 


tBuNH- 




3198 


2-Np-Sfo- 


CarCH« 
z 


Bz 


3- 


I 


-Pro- 


fcBuNH- 




3199 


Boz 


CarCH 0 


Bz 


3- 


I 


-Pro- 


tBuNH- 




3200 


Bz-NHCO- 


CarCH- 


Bz 


3- 


I 


-Pro- 


tBuNH- 


20 


3201 


Bz-NHCS- 


CarCH 2 


Bz 


3- 


I 


-Pro- 


tBuNH- 




3202 


3-Ind-CO- 


CarCH- 


Bz 


3- 


I 


-Pro- 


tBuNH- 




3203 


2-Pyrd-CO- 


CarCH 0 


Bz 


3- 


I 


-Pro- 


£BuNH- 


25 


3204 


2-Pip-CO- 


CarCH^ 


Bz 


3- 


I 


- Pro- 


tBuNH- 




3205 


2-Thi-CO- 


CarCH- 


Bz 


3- 


I 


-Pro- 


tBuNH- 




3206 


MecCO- 


CarCH 2 


Bz 


3- 


I 


-Pro- 


tBuNH- 


30 


3207 


PhoAc - 


CarCH- 


Bz 


3- 


I 


- Pro- 


tBuNH- 


3208 


3 -Bzisox-CO- 


CarCH 2 


Bz 


3- 


I 


- Pro- 


tBuNH- 




3209 


2-Bzim-CO- 


CarCH 2 


Bz 


3- 


I 


-Pro- 


tBuNH- 




3210 


N-Me-3-Ind-CO- 


CarCH- 


Bz 


3- 


I 


-Pro- 


tBuNH- 


35 


3211 


2-Bzthiaz-CO- 


CarCH 2 


Bz 


3- 


I 


-Pro- 


tBuNH- 




3212 


2-Bzoxaz-CO- 


CarCH 2 


Bz 


3- 


I 


-Pro- 


tBuNH- 




3213 


5-MeO-2-Ind-CO- 


CarCH 2 


Bz 


3- 


I 


-Pro- 


tBuNH- 


40 


3214 


5-HO-2-Ind-CO- 


CarCH 2 


Bz 


3- 


I 


- Pro- 


tBuNH- 




3215 


5-AcO-2-Ind-CO- 


CarCH 2 


Bz 


3- 


I 


- Pro- 


£BuNH- 




3216 


5-H 2 NAcO-2-Ind- 


CarCH 2 


Bz 


3- 


I 


- Pro- 


tBuNH- 






CO- 














45 


3217 


5-Bzim-CO- 


CarCH 2 


Bz 


3- 


I 


- Pro- 


tBuNH- 




3218 


(2-NpO) Ac- 


CarCH 2 


Bz 


3- 


I 


- Pro- 


£BuNH- 




3219 


(1-NpO) Ac- 


CarCH 2 


Bz 


3- 


I 


- Pro- 


tBuNH- 


50 


3220 


1-NpOCO- 


CarCH 2 


Bz 


3- 


I 


-Pro- 


tBuNH- 




3221 


2-NpOCO- 


CarCH 2 


Bz 


3- 


I 


- Pro- 


tBuNH- 



55 
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Cpd. R J 
No. 



3222 (3-PhPho)Ac- 

3223 2-Quix-CO- 

3224 2-Quix-CO- 

3225 2-Quix-CO- 
322 6 2-Quix-CO 

3227 Bzc 

3228 Bzc 

3229 Bzc 

3230 Bzc 



3231 
3232 
3233 

3234 

3235 
3236 
3237 
3238 

3239 
3240 

3241 
3242 



3-NH 2 -PhoAc- 
2-NH 2 -PhoAc- 
2,3-diNH 2 -Pho- 



Ac- 

2, 4-diNH 2 ~ Pho- 
Ac - 

4-NH 2 -Ph-C0- 
4-NH 2 -Bzc 
4-Me 2 N-PhoAc- 
4- [Me (Bz) N] -Pho- 
Ac- 

4-Mor-PhoAc- 
4- [N-Bz-Pipr] - 
PhoAc - 

4-MeNH-PhoAc- 
4- [ (4' -Me-Bzc) - 
NH] -PhoAc- 



R 3 


p 4 

K 


rr 

z 


R 


CarCH 

2 


X3Z 


J - 1 - Pro- 


tBuNH- 


CarCH 

2 


R- 
OZ 


j - 1 - Pro- 


3-HOPr-NH- 


CarCH 




j - ± - Pro - 


BuNH- 


CarCH 2 


Bz 


3-l-Pro- 


tBuO- 


CarCH 2 


Bz 


3-I-Pro- 


1, l-diMe-2- 








HOEt-NH- 


CarCH 2 


Bz 


3 -I- Pro- 


3-HOPr-NH- 


CarCH^ 
2 


Bz 


-3 J. Jr rO - 


BuNH- 


CarCH 2 




j - x - Fro - 


CBuO- 


CarCH^ 
2 


Bz 


J - J. - fro - 


1,1- diMe - 2 - 








HOEt-NH- 


CarCH 2 


Bz 


3-I-Pro- 


tBllNH- 


CarCH 2 


Bz 




£BuNH- 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 


CarCH 2 




j - x - Fro - 


tBuNH- 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 


CarCH 2 


Bz 


3-I-Pro- 


£BuNH- 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 


CarCH 2 


Bz 


3-I-Pro- 


tBuNH- 


CarCH- 


Bz 


3-I-Pro- 


tBuNH- 
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10 



15 



20 



25 



30 



35 



40 



45 



50 



3243 4- [tBoc-NH] - Pho- 

Ac - 

3244 4- [tBoc-MeN] - 

PhoAc - 

3245 4- [Gly-NH] - Pho- 

Ac - 

3246 4- [Gly-NMe] -Pho- 

Ac - 

3247 4- [ (N-Me-Gly) - 

NMe] - PhoAc - 

3248 4- [ (N-tBoc- 

Gly ) NMe] - PhoAc - 

3249 4- [ (N-tBoc-NMe- 

Gly) NMe] - PhoAc - 

3250 4- [ (H-Me-Gly) - 

NMe - PhoAc - 

3251 4- [ (Br Ac) NMe] - 

PhoAc - 

3252 4- [ (4' -MeO- 
Bzc)NH] - PhoAc - 

3253 N-Me-4-PipO-Ac- 

3254 4-NH 2 -cHxO-Ac- 

3255 4-NH 2 -PhoAc- 



3256 3-NH 2 -PhoAc- 



3257 2-NH 2 -PhoAc- 



CarCH- Bz 3 -I- Pro- £BuNH- 



CarCH Bz 3-I-Pro- tBuNH- 



CarCH^ Bz 



CarCH. 



CarCH. 



CarCH.. 



CarCHL 
CarCH^ 
CarCH. 



Bz 

Bz 

Bz 

Bz 
Bz 
Bz 



CarCH- Bz 



CarCH^ Bz 



3 - I- Pro- £BuNH- 



CarCH 2 Bz 3 - 1 - Pro - tBuNH- 



CarCH Bz 3 -I- Pro- tBuNH- 



CarCH 2 Bz 3- I- Pro- tBuNH- 



CarCH 2 Bz 3 -I- Pro- tBuNH- 



3 -I- Pro- £BuNH- 



3 -I- Pro- £BuNH- 



3 -I- Pro- £BuNH- 



3 -I- Pro- 
3-I-Pro- 
3-I-Pro- 

3 -I- Pro- 

3-I-Pro- 



£BuNH- 
tBuNH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 



55 



165 



EPO 587 311 A1 



Tablg i 



Cpd. 
No. 



10 



15 



20 



25 



30 



35 



40 



45 



50 



3258 2,3-diNH 2 - 
Pho-Ac- 

3259 2,4-diNH 2 - 
Ac - Pho - 

3260 4-NH 2 -Ph-CO- 



3261 4-NH 2 -Bzc 



3262 4~Me 2 N-PhoAc- 



3263 4- [Me (Bz) NJ - 

PhoAc - 

3264 4-Mor-PhoAc- 

3265 4- [N-Bz-Pipr] - 
PhoAc- 

i 

3266 4-MeNH-PhoAc- 

3267 4- [ (4' -Me-Bzc) 

NH] -PhoAc- 

3268 4- [Bzc-NH] -Pho 
Ac- 

3269 4- [tBoc-NH] - 
Pho-Ac- 

3270 4- [tBoc-MeN] - 
Pho-Ac- 

3271 4- [Gly-NH] -Pho 
Ac- 



CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
- CarCH^ 



Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 



3- I- Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 

3-I-Pro- 

i 

3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 

i 



l, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l/l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOE t - NH - 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 

1, l-diMe-2- 

f 

HOEt-NH- 
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Cpd. R 1 R 3 R 4 Z R 5 

No. 



3272 


4- [Gly-NMe] -Pho- 


CarCH 2 




Ac- 




3273 


4- [ (H-Me-Gly) - 


CarCH 2 




WMeJ -FIlOAC- 




*3 OTA 


4-1 (U-£Boc- 


CarCH 2 




Gly) NMe] -PhoAc- 




3275 


4- [ (N-t;Boc-NMe- 


CarCH 2 




Gly)NMe] -PhoAc- 




3276 


4- [ <N-Me-Gly) - 


CarCH 2 




NMe] -PhoAc- 




3277 


4- [ (BrAc) NMe] - 


CarCH 2 




PhoAc - 




3278 


4- [ (4' -MeO- 


CarCH 2 




Bzc)NH] -PhoAc- 




3279 


E-Me-4-PipO-Ac- 


CarCH 2 


3280 


4-NH 2 -£HxO-Ac- 


CarCH 2 


3281 


4- [ (MorAc) NMe] - 


CarCH 2 




PhoAc- 




3282 


4-NH 2 -PhoAc- 


CarCH 2 


3283 


3-NH 2 -PhoAc- 


CarCH 2 


3284 


2-NH 2 -PhoAc- 


CarCH 2 


3285 


2,3-diNH 2 -P^io- 


CarCH 2 



Ac- 



Bz 3 -I- Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz. 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- 1, l-diMe-2- 

HOEt-NH- 
Bz 3-I-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-I-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-I-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-I-Pro- 1,1-diMe- 

2-HOPr-NH- 
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Table i, 



Cpd. R 1 p 3 D 4 



R J R Z . R 5 

No. 



3286 


2,4-diNH 2 -Pho- 


CarCH 2 


Bz 


3 


-I-Pro- 


1, 1-diMe- 




Ac- 












3287 












2-HOPr-NH- 


4-NH 2 -Ph-CO- 


CarCH 2 


Bz 


3 


-I-Pro- 


1,1-diMe- 


3288 












2-HOPr-NH- 


4-NH 2 -Bzc 


CarCH 2 


Bz 


3 


-I-Pro- 


1,1-diMe- 


3289 












2 -HOPr- Na- 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


3 


-I-Pro- 


il, 1-diMe- 


3290 












2-HOPr-NH- 


4- [Me (Bz) N] -Pho- 


CarCH 2 


Bz 


3 


-I-Pro- 


1, 1-diMe- 














3291 












2-HOPr-NH- 


4-Mor-PhoAc- 


CarCH 2 


Bz 


3- 


•I- Pro- 


1, 1-diMe- 


3292 












^2-HOPr-NH- 


4- [N-Bz-Pipr] - 


CarCH 2 


Bz 


3 


•I-Pro- 


1, 1-diMe- 




PhoAc- 










3293 










2-HOPr-NH- 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


3- 


■I-Pro- 


1,1-diMe- 


3294 












2-HOPr-NH- 


4- [ (4' -Me-Bzc) - 


CarCH 2 


Bz 


3- 


•I-Pro- 


1,1-diMe- 




NH] -PhoAc- 








2-HOPr-NH- 


3295 










4- [Bzc-NH] -Pho- 


CarCH 2 


Bz 


3- 


I-Pro- 


1,1-diMe- 




Ac- 












3296 










2-HOPr-NH- 


4- [£Boc-NH] -Pho- 


CarCH 2 


Bz 


3- 


I-Pro- 


1,1-diMe- 




Ac- 










3297 












2-HOPr-NH- 


4-[tBoc-MeN] -Pho- 


CarCH 2 


Bz 


3- 


I-Pro- 


1,1-diMe- 














3298 










2-HOPr-NH- 


4-Gly-NH-PhoAc- 


CarCH 2 


Bz 


3- 


I-Pro- 


1,1-diMe- 




t 










2-HOPr-NH- 


3299 


4- [Gly-NMe] -Pho- 


CarCH 2 


Bz 


3- 


I-Prp- 


1, 1-diMe- 



2-HOPr-NH- 
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Cpd. 
No. 



R 



Z 



3300 4- [ (N-Me-Gly) - 

NMe] - PhoAc - 

3301 4- [ (N-£Boc- 

Gly) NMe] - PhoAc - 

3302 4 - [ (fi-£Boc-NMe- 

Gly) NMe] - PhoAc - 

3303 4- [ (N-Me-Gly) - 

NMe] - PhoAc - 

3304 4- [ (BrAc)NMe] - 
PhoAc - 

3305 4- [ (4' -MeO- 
BzONH] - PhoAc - 

3306 N-Me-4-PipO-Ac- 



3307 4-NH 2 -£HxO-Ac- 



3308 4 - [ (MorAc) NMe] 
PhoAc - 

3309 2-Quin-CO- 

3310 3-Quin-CO- 

3311 4-Quin-CO- 

3312 2-Pyr-CO- 

3313 3-Pyr-CO- 



CarCH„ 



CarCH. 



CarCH. 



CarCH^ 



CarCH„ 



CarCH. 



CarCH. 



CarCH^ 



CarCH. 



CarCH. 



CarCH. 



CarCH. 



Bz 
Bz 
Bz 
Bz 



CarCH- Bz 



Bz 
Bz 
Bz 
Bz 
Bz 
BZ 
Bz 
Bz 



CarCHU Bz 



3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3 - 1 - Pro - 
3-I-Pro- 
3-I-Pro- 



1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2 -HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
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Table 1 

Cpd - r1 ? ? T~ ? 

No. 



3314 4-Pyr-CO- 

3315 4-MeO-2-Quin-CO- CarCH 2 

3316 2-Np-CO- 

3317 1-Np-CO- 

3318 2-Bfur-CO- 

3319 3-Bfur-CO- 

3320 5-Bu-2-Pyr-CO- CarCH. 

3321 4-HO-2-Quin-CO- CarCH,. 

3322 3-HO-2-Quix-CO- CarCH 

2 

3323 1-Np-Sfo- 

3324 2-Np-Sfo- 

3325 Boz 

3326 Bz-NHCO- 

3327 Bz-NHCS- 



CarCH 0 Bz 3-I-Pro- 

Bz 3-I-Pro- 

CarCH 2 Bz 3 -I- Pro - 

CarCH 2 Bz 3 - 1- Pro- 

CarCH 2 Bz 3 -I- Pro - 

CarCH, Bz 3-I-Pro- 

Bz 3-I-Pro- 

Bz 3-I-Pro- 

Bz 3-I-Pro- 

CarCH 2 Bz 3- I- Pro- 

CarCH 2 Bz 3-l-Pro- 

CarCH 2 Bz 3 -I- Pro- 

CarCH 2 Bz 3-I-Pro- 

CarCH- Bz 3 -I- Pro - 



1, l-diMe-2- 
HOEt-NH- 
l,l-diMe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 
i HOEt-NH- 
1, l-diMe-2- 
* HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
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Table i 



Cpd. R 1 R 3 R 4 Z R 5 

NO. 



3328 2-Ind-CO- CarCH- 

3329 3-Ind-CO- CarCH 2 
33 3 0 £Boc CarCH 2 

3331 2-Pyrd-CO- CarCH 2 

3332 2-Pip-CO- CarCH 2 

3333 2-Thi-CO- CarCH 2 

3334 MecCO- CarCH 2 

3335 PhoAc- CarCH 2 
3 336 MPhoAc- CarCH- 
33 37 3-Bzisox-CO- CarCH 2 

3338 2-Bzim-CO- CarCH 2 

3339 N-Me-3-Ind-C0- CarCH 2 

3340 2-Bzthiaz-CO- CarCH 2 
3 341 2-Bzoxaz-CO- CarCH~ 



Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3 -I- Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3 - 1 - Pro- l,i-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 

Bz 3-I-Pro- l,l-diMe-2- 

HOEt-NH- 
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Table 1 



Cpd. 
No. 



3342 5-Me0-2-Ind-C0- CarCH.. 

2 

3343 5 -H0-2-Ind-C0- CarCH 2 

3344 5 -Ac0-2-Ind-C0- CarCH 

2 

3345 5-H 2 NAcO-2-Ind- CarCH 2 
CO- 

3346 5-Bzim-CO- CarCH 

2 

3347 (l-NpO)Ac- CarCH 0 

3348 1-NpOCO- CarCH 2 

3349 2-NpOCO- CarCH 2 

3350 (3-PhPho)Ac- CarCH 

2 

3351 (2-NpO)Ac- CarCH 2 

3352 Bzc CarCH_ 

3353 2-Quix-CO- 

33 54 2-Quin-CO- CarCH. 
» 

3355 3-Quin-CO- CarCH 



CarCH^ Bz 



Bz 3-I-Pro- 

Bz 3-I-Pro- 

Bz 3-I-Pro- 

Bz 3-I-Pro- 

Bz 3-I-Pro- 

Bz 3-I-Pro- 

Bz 3 - 1- Pro- 

Bz 3-I-Pro- 

i 

Bz 3 -I- Pro - 

Bz 3-I-Pro- 

Bz 3-I-Pro- 
3-I-Pro- 

Bz 3-I-Pro- 



Bz 3 -I- Pro - 



l,l-diMe-2- 
HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2 - 

HOEt-NH T 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
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Table I 



Cpd. 
No. 



FT 



R 



10 



15 



3356 4-Quin-CO- 



3357 2-Pyr-CO- 



3358 3-Pyr-CO- 



20 3359 4-Pyr-CO- 



25 



30 



35 



40 



45 



50 



CarCH 2 Bz 3 - I-Pro- 
CarCI^ Bz 3-I-Pro- 
CarCH 2 Bz 3 -I- Pro- 
CarCH^ Bz 3 -I- Pro- 



3360 4-MeO-2-Quin-CO- CarCH- Bz 3-I-Pro- 



3361 2-Np-C0- 



3362 1-Np-CO- 



3363 2-Bfur-CO- 



3364 3-Bfur-CO- 



3365 5-Bu-2-Pyr-CO- CarCH. 



3366 4-HO-2-Quin-CO- CarCH. 



3367 3-HO-2-Quix-CO- CarCH. 



3368 1-Np-Sfo- 



3369 2-Np-Sfo- 



CarCH 2 Bz 3 -I- Pro - 
CarCH 2 Bz 3 -I- Pro- 
CarCH 2 Bz 3 -I- Pro- 
cardia Bz 3-I-Pro- 
Bz 3-I-Pro- 
Bz 3-I-Pro- 
Bz 3 -I- Pro - 
CarCH 2 Bz 3 -I- Pro- 
cardia Bz 3-I-Pro- 



1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
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Cpd. R J 
No. 



Table 1 



3370 Boz 

3371 Bz-NHCO- 

3372 Bz-NHCS- 
33 73 2-Ind-CO- 



33 75 tBoc 



CarCH. 



CarCH„ 



CarCH. 



CarCH. 



33 74 3-Ind-CO- CarCH. 



3379 MecCO- 

3380 PhoAc- 

3381 MPhoAc- 



Bz 
Bz 
Bz 
Bz 
Bz 



CarCH. Bz 



3376 2-Pyrd-CO- CarCH^ Bz 



3377 2-Pip-cO- CarCH n Bz 



3378 2-Thi-CO- CarCH 0 Bz 



CarCH- Bz 



CarCH^ Bz 



CarCHL Bz 



3382 3-Bzisox-CO- CarCH- Bz 



33 83 2-Bzim-CO- CarCH^ Bz 



3-I-Pro- 

3-l-Pro- 

3-I-Pro- 

3-I-Pro- 

3-I-Pro- 

3-I-Pro- 

3-I-Pro- 

3-I-Pro- 

3-I-Pro- 

3-I-Pro- 

3-I-Pro- 

3-I-Pro- 

3-I-Pro- 

3-I-Pro- 



1,1-diMe- 

2-HOPr-NH 
1,1-diMe- 

2-HOPr-NH 
1, 1-diMe- 

2-HOPr-NH 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
l f 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 
t 2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
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Cpd. 
NO. 



R 



R~ 



10 



20 



25 



30 



40 



45 



50 



3384 E-Me-3-lnd-CO- CarCIL, Bz 



15 3385 2-Bzthiaz-CO- CarCH^ 



3386 2-Bzoxaz-CO- 



3390 5-H 2 NAcO-2- 
ind-CO- 

3391 5-Bzim-CO- 



35 3392 (2-NpO)Ac- 



3393 (1-NpO) Ac- 



3 394 1-NpOCO- 



3395 2-NpOCO- 



CarCH. 



3387 5-MeO-2-Ind-CO- CarCH^ 



3388 5-HO-2-Ind-CO- CarCH n 



3389 5-AcO-2-Ind-CO- CarCH^ 



CarCH. 



CarCHL 



CarCH. 



CarCH. 



3397 Bzc CarCH^ 
3 398 2-Quix-CO- CarCH. 



Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 



CarCH n Bz 



CarCH- Bz 



3 396 <3-PhPho)Ac- CarCH n Bz 



3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3 - 1 - Pro - 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 
3-I-Pro- 



4-Br-Bz 3-I-Pro- 
4-Br-Bz 3-I-Pro- 



1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2 -HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
£BuNH- 
£BuNH- 
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Table l 

cp d - R 1 R 3 R 4 ~ 5*5 

No. 



3399 


Bzc 




CarCH 2 


4- 


MeOBz 


3 


-I 


-Pro- 


tBuNH- 


3400 


2 - On i *3T 


- PO- 


v~arcH 2 


4- 


MeOBz 


3 


-I 


-Pro- 


tBuNH- 


3401 


Bzc 






4- 


Me- 


Bz 


3 


-I 


-Pro- 


£BuNH- 


3402 


2 -Quix 


- r*n - 


L.arwi 2 


4- 


Me- 


Bz 


3 


-I 


- Pro- 


tBuNH- 


3403 


Bzc 




v.ajTuH.2 


cHxCH 


: 2 


3 


-I 


-Pro- 


tBuNH- 


3404 




- r*p> 

- v-vj- 


CarCH2 


£HxCH 


2 


3 


-I 


-Pro- 


£BuNH- 


3405 


BZC 






Bz 






3 


-I 


-Pro- 


tBuNH- 


3406 


Bzc 




Jxie;su 2 Cxi 2 


Bz 






3 


-I 


- Pro- 


tBuNH- 


3407 


Bzc 






Bz 






3 


-I 


■Pro- 


£BuNH- 


3408 


Bzc 




rae c <~**2 ^2 


Bz 






3 


-I- 


•Pro- 


tBuNH- 


3409 


Bzc 




iTiecv»»2i 2 


Bz 






3 


-I- 


-Pro- 


tBuNH- 


3410 


2 -Quix* 


- rn- 


raeoUL.xi2 


Bz 






3 


-I- 


•Pro- 


tBuNH- 


3411 


2 -Quix- 






Bz 






3 


-I- 


• Pro- 


£BuNH- 


3412 


2 -Quix- 


• CO- 


MeOCH2 


Bz 






3 • 


-I- 


Pro - 


£BuNH- 


3413 


2-Quix- 


CO- 


MecCH 2 CH 2 


Bz 






3- 


•I- 


Pro- 


tBuNH- 


3414 


2 -Quix - 


CO - 


MecCH 2 


Bz 






3- 


-I- 


Pro- 


tBuNH- 


3415 


2 -Quin- 


CO- 


MeS0CH 2 


Bz 






3- 


•I- 


Pro- 


tBuNH- 


3416 


2-Quin- 


co- 


MeS0 2 CH 2 


Bz 






3- 


•I- 


Pro- 


tBuNH- 


3417 


2 - Quin- 


co- 


MeOCH 2 


Bz 






3- 


I- 


Pro- 


JtBuNH- 


3418 


s' Quin - 


co- 


MecCH 2 CH 2 


Bz 






3- 


I- 


Pro- 


tBuNH- 


3419 


2- Quin - 


co- 


MecCH 2 


Bz 






3- 


I- 


Pro- 


£BuNH- 


3420 


3 - Quin- 


co- 


MeSOCH 2 


Bz 






3- 


I- 


Pro- 


£BuNH- 


3421 


s' Quin- 


co- 


MeS0 2 CH 2 


Bz 






3- 


I- 


Pro- 


tBuNH- 


3422 


3-Quin- 


co- 


MeOCH 2 


Bz 






3- 


I- 


Pro- 


tBuNH- 


3423 


3 - Quin- 


co- 


MecCH 2 CH 2 


Bz 






3- 


I- 


Pro- 


tBuNH- 


3424 


s' Quin - 


co- 


MecCH 2 


Bz 






3- 


I- 


Pro- 


£BuNH- 


3425 


2-Bfur- 


co- 


MeSOCH 2 


Bz 






3- 


I- 


Pro- 


£BuNH- 


3426 


2-Bfur- 


co- 


MeS0 2 CH 2 


Bz 






3- 


I- 


Pro- 


tBuNH- 



* { 
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Table l 



5 


Cpd. 
No. 


R 1 


R 3 


R 4 








R 5 


10 




















3427 


2-Bfur-CO- 


MeOCH 2 


Bz 


-x 


-I- 


Prn - 


UDUiifl - 




3428 


2-Bfur-CO- 


MecCHLCH- 


Bz 


3 


- 1 - 


Pro- 


yo ujln n — 


15 


3429 


2-Bfur-CO- 


MecCH. 
2 


Bz 


3 


-I- 


Pro - 






3430 


3-Bfur-CO- 


MeSOCH 2 


Bz 


3 


-I- 


Pro- 






3431 


3-Bfur-CO- 


MeS0 2 CH 2 


Bz 


3 


- 1 - 


Pro ** 


f RliNW- 


20 


3432 


3-Bfur-CO- 


MeOCH 2 


Bz 


3 


- 1 - 


r j_ \j 


1" PnTJP - 

L, -P UJLi n 


3433 


3-Bfur-CO- 


MecCH 2 CH 2 


Bz 


3 


-I- 


Pro- 


tBuNH- 




3434 


3-Bfur-CO- 


MecCH 0 


Bz 


3 


-I- 


Pro - 


tBuNH- 




3435 


3-Ind-CO- 


MeSOCH 2 


Bz 


3 


-I- 


Pro- 


fcBuNH- 


25 


3436 


3-Ind-CO- 


MeS0 2 CH 2 


Bz 






Pm - 






3437 


3-Ind-CO- 


MeOCH- 
2 


Bz 


3 


-I- 


Pro- 


t_BuNH- 




3438 


3-Ind-CO- 


MecCH 2 CH 2 


Bz 


3 


- I- 






30 


3439 


3-Ind-CO- 


MecCH 0 


Bz 


3 


-I- 


Pro- 


.tBuNH- 




3440 


MPhOAc- 


MeSOCH 2 


Bz 


3 


- 1 - 


pyl - 


f- Pi i NTT - 




3441 


MPhOAc - 


2 2 


Bz 


3 


-I- 


Pro- 


tBuNH- 




3442 


MPhOAc - 


MeOCH 2 


Bz 


3 


- I- 


Pro- 




35 


3443 


MPhOAc - 


MecCH 2 CH 2 


Bz 


3 


-I- 


Pro- 


tBuNH- 




3444 


MphOAc - 


MecCH 2 


Bz 


3 


-I- 


Pro- 


tBuNH- 




3445 


5-NH 2 -AcO- 


MeSOCH 2 


Bz 


3 


-I- 


Pro- 


tBuNH- 


40 




2-Ind-CO- 
















3446 


5-NH 2 -AcO- 


MeS0 2 CH 2 


Bz 


3 


-I- 


Pro- 


tBuNH- 






2-Ind-CO- 














45 


3447 


5-NH 2 -AcO- 


MeOCH 2 


Bz 


3 


-I- 


Pro- 


£BuNH- 






2-Ind-CO- 
















3448 


5-NH 2 -AcO- 


MecCH 2 CH 2 


Bz 


3 


-I- 


Pro- 


tBuNH- 






2-Ind-CO- 














50 


3449 


5-NH 2 -AcO- 


MecCH 2 


Bz 


3 


-I- 


Pro- 


tBuNH- 



2-Ind-CO- 
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Cpd . 
No. 



3450 


4 


-NH 2 -PhoAc- 


MeS0CH 2 


Bz 


3- 


I- 


Pro- 


tBuNH- 


3451 


4 


-NH 2 -PhoAc- 


MeS0 2 CH 2 


Bz 


3- 


I- 


Pro- 


tBuNH- 


3452 


4 


-NH 2 -PhoAc- 


MeOCH 2 


Bz 


3- 


I- 


Pro- 


tBuNH- 


3453 


4 


-NH 2 -PhoAc- 


MecCH 2 CH 2 


Bz 


3- 


I- 


Pro- 


tBuNH- 


3454 


4 


- NH 2 - PhoAc - 


MecCH 2 


Bz 


3- 


I- 


Pro- 


tBuNH- 


3455 


4 


- [Bzc-NH] -Pho- 


MeS0CH 2 


Bz 


3- 


I- 


Pro- 


tBuNH- 



Ac- 

3456 4- [Bzc-NH] - Pho- 

Ac - 

3457 4- [Bzc-NH] -Pho- 

Ac - 

3458 4- [Bzc-NH] -Pho- 

Ac - 

3459 4- [Bzc-NH] -Pho- 

Ac - 

3460 4 - [ (MorAc ) NMe] - 

PhoAc 

3461 4 - [ (MorAc ) NMe] - 

PhoAc - 

3462 4 - [ (MorAc) NMe] - 

PhoAc - 

3463 4- [ (MorAc) NMe] - 
v, PhoAc - 

3464* 4- [ (MorAc) NMe] - 
PhoAc - 

3465 4-MeO-Bzc 

3466 Bzc 

3467 Bzc 



MeS0 2 CH 2 



MeOCH. 



MecCH 2 CH 2 



MecCH 2 
MeSOCH. 



MeS0 2 CH 2 



MeOCH 2 

MecCH 2 CH 2 

MecCH 2 

CarCH 2 

Me 2 NCH 2 

2-Car-Et 



Bz 3 -I- Pro- tBuNH- 

Bz 3- I- Pro- tBuNH- 

Bz 3 -I- Pro- tBuNH- 

Bz. 3- I- Pro- tBuNH- 

Bz 3- I- Pro- tBuNH- 

Bz 3 -I- Pro- tBuNH- 

Bz 3 -I- Pro- tBuNH- 

Bz 3 - 1 - Pro - tBuNH - 

Bz 3-I-Pro 



Bz 3-I-Pro- 
Bz 3-F-Pro- 
Bz 3-F-Pro- 



tBuNH- 

tBuNH- 
tBuNH- 
tBuNH- 
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Tfrble x 



5 


Cpd. 
No. 


R 1 




R 3 


R 4 


z 


R 5 


10 


















3468 


Bzc 




CNCH- 
2 


Bz 


3-F-Pro- 


tBuNH- 




3469 


Bzc 




iPr 


Bz 


3-F-Pro- 


tBuNH- 


15 


3470 


Bzc 




tBu 


Bz 


3-F-Pro- 


tBuNH- 




3471 


Bzc 




diMeCarCH- 
2 


Bz 


3 -F-Pro- 


£BuNH- 




3472 


Bzc 




MorCOCH 0 
2 


Bz 


3-F-Pro- 


tBuNH- 




3473 


Bzc 




PipCOCH- 
2 


Bz 


3-F-Pro- 


tBuNH- 


20 


3474 


Bzc 




2-NH n -Et 


Bz 


3-F-Pro- 


£BuNH- 




3475 


Bzc 




3-NH_-Pr 
z 


Bz 


3-F-Pro- 


£BuNH- 




3476 


Bzc 




MeCarCH n 
2 


Bz 


3 -F-Pro- 


t,BuNH- 


25 


3477 


Bzc 




EtCarCHU 

Z 


Bz 


3-F-Pro- 


tBuNH- 




3478 


Bzc 




H 


Bz 


3-F-Pro- 


JfcBliNH- 




3479 


Bzc 




HOCH 0 
z 


Bz 


3-F-Pro- 


tBuNH- 


30 


3480 


Bzc 




4-Thiz-CH n 
2 


Bz 


3-F-Pro- 


tBuNH- 


3481 


Bzc 




4-Imid-CH 2 


Bz 


3-F-Pro- 


£BuNH- 




3482 


Bzc 




COOH-CH- 
z 


Bz 


3-F-Pro- 


tBuNH- 




3483 


Bzc 




2-COOH-Et 


Bz 


3-F-Pro- 


tBuNH- 


35 


3484 


Bzc 




MeSCH- 
z 


Bz 


3-F-Pro- 


tBuNH- 




3485 


Bzc 




SamCH n 
2 


Bz 


3-F-Pro- 


£.BuNH- 




3486 


Bzc 




Bz 


Bz 


3-F-Pro- 


tBuNH- 


40 


3487 


Bzc 




SimCH 2 


Bz 


3-F-Pro- 


tBuNH- 




3488 


Bzc 




HiaCH 2 


Bz 


3-F-Pro- 


£BuNH- 




3489 


Bzc 




2-Sim-Et 


Bz 


3-F-Pro- 


£BuNH- 




3490 


Bzc 




2-Hia-Et 


Bz 


3-F-Pro- 


tBuNH- 


45 


3491 


Bzc 




NH 2 CH 2 


Bz 


3-F-Pro- 


tBuNH- 




3492 


Bzc 




MeNHCH 2 


Bz 


3-F-Pro- 


£BuNH- 




3493 


2-Quix- 


C0- 


2-Car-Et 


Bz 


3-F-Pro- 


tBuNH- 


50 


3494 


2-Quix- 


CO- 


CNCH 2 


Bz 


3-F-Pro- 


£BuNH- 




3495 


2-Quix- 


C0- 


iPr 


Bz 


3-F-Pro- 


£BuNH- 
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Cpd. R 1 R 3 r 4 ~ r5 

No. 



3496 


2 


-Quix-CO- 


tBu 


D 7 




- C 


- Pro- 


tBuNH- 


3497 


2 


-Quix-CO- 


diMeCarCH2 




*3 
J 


- 17 


- trxTO- 


£BuNH- 


3498 


2 


-Quix-CO- 


MorCOCH- 


Bz 


"J 
O 


- F 


- PlTO - 


tBuNH- 


3499 


2 


-Quix-CO- 


PipCOCH^ 




J 


_ c» 

- £ • 


- P3TO- 


tBuNH- 


3500 


2 


-Quix-CO- 


2-NH 2 -Et 


Bz 




- 17 


- Fro- 


tBuNH- 


3501 


2 


-Quix-CO- 


3 ~NH 2 - Pr 


Q 7 


1 
-5 


_ TJl 


- Piro - 


tBuNH- 


3502 


2 


-Quix-CO- 


MeCarCH 2 


B 7 
Xj ju 






" P5TO- 


£BuNH- 


3503 


2 


-Quix-CO- 


EtCarCH., 
2 


Bz 


3 


- F- 




Cr5U_N.H. - 


3504 


2 


-Quix-CO- 


H 


Bz 


J 


- T7 . 


• P3TO - 


.tBuNH- 


3505 


2 


-Quix-CO- 


H0CH o 
2 


Bz 


•a . 




riO - 


HDii KTT7 


3506 


2 


-Quix-CO- 


4-Thiz-CH 2 


Bz 




-17- 


- PlTO - 


tauNH- 


3507 


2 


-Quix-CO- 


4-Imid-CH 2 


Bz 


3 . 


• F- 






3508 


2 


-Quix-CO- 


COOH-CH 0 
2 


Bz 


3 . 


- F- 


Xr X. Vj 




3509 


2 


-Quix-CO- 


2-COOH-Et 


Bz 


3- 


-F- 


■ Pro- 


tBuNH- 


3510 


2 


-Quix-CO- 


MeSCH 2 


Bz 


3- 


-F- 


Pro- 


tBuNH- 


3511 


2- 


■Quix-CO- 


SamCH 2 


Bz 


3- 


-F- 


Pro- 


tBuNH- 


3512 


2- 


■Quix-CO- 


Bz 


Bz 


3- 


• F- 


Pro- 


tBuNH- 


3513 


2- 


Quix-CO- 


SimCH 2 


Bz 


3- 


•F- 


Pro- 


tBuNH- 


3514 


2- 


Quix-CO- 


HiaCH 2 


Bz 


3- 


•F- 


Pro- 


tBuNH- 


3515 


2- 


Quix-CO- 


2-Sim-Et 


Bz 


3- 


■F- 


Pro- 


tBuNH- 


3516 


2- 


Quix-CO- 


2-Hia-Et 


Bz 


3- 


F- 


Pro- 


tBuNH- 


3517 


2- 


Quix-CO- 


NH 2 CH 2 


Bz 


3- 


F- 


Pro- 


tBuNH- 


3518 


2- 


Quix-CO- 


MeNHCH 2 


Bz 


3- 


F- 


Pro- 


tBuNH- 


3519 


2- 


Quix-CCf- 


Me 2 NCH 2 


Bz 


1 3- 


F- 


Pro- 


£BuNH- 


3520 


3- 


Quin-CO- 


CarCH 2 


Bz 


'3- 


F- 


Pro- 


tBuNH- 


3521 


4- 


Quin-CO- 


CarCH 2 


Bz 


3- 


F- 


Pro- 


£BuNH- 


3522 


2- 


Pyr-CO- 


CarCH 2 


Bz 


3- 


F- 


Pro- 


tBuNH- 


3523 


3- 


Pyr-CO- 


CarCH 2 


Bz 


3- 


F- 


Pro- 


tBuNH- 



t 



i t 
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Taiple 1 



5 





Cpd. 


R 1 


R 3 


R 4 




Z 




R 5 


10 


No. 


















3524 


4-Pyr-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 


15 


3525 


4-MeO-2-Quin-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 


3526 


2-Np-CO- 


CarCH 2 


Bz * 


3 


-F- 


Pro- 


tBuNH- 




3527 


1-Np-CO- 


CarCH 2 


Bz 


3 


- F- 


Pro- 


HBuNH- 




3528 


2-Bfur-CO- 


CarCH 2 


Bz 


3 


- P- 


Pro- 


£BuNH- 


20 


3529 


3-Bfur-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3530 


5-Bu-2 - Pyr-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 




3531 


4-HO-2-Quin-CO- 


CarCH 2 


Bz 


3 


-Fr 


Pro- 


£BuNH- 


25 


3532 


3-HO-2-Quix-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3533 


1-Np-Sf o- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3534 


2-Np-Sfo- 


CarCH 2 


Bz 


3 


- F- 


Pro- 


tBuNH- 




3535 


Boz 


CarCH 2 


Bz 


3 


-F- 


Pro 


tBuNH- 


30 


3536 


Bz-NHCO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 




3537 


Bz-NHCS- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3538 


3-Ind-CO- 


CarCH 2 


Bz 


3 


-P- 


Pro- 


. tBuNH- 


35 


3 5*39 


2 - Pyrd-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3540 


2-Pip-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3541 


2-Thi-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 


40 


3542 


MecCO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 


3543 


PhoAc - 


CarCH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 




3544 


3-Bzisox-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 




3545 


2-Bzim-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 


45 


3546 


N-Me-3-Ind-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3547 


2-Bzthiaz-CO- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3548 


2-Bzoxaz-CO- 


CarCH 2 


Bz 


3 


- F- 


Pro- 


£BuNH- 


50 , 


'3549 


5-MeO-2-Ind-CO- 


CarCH 2 


Bz 


3 


- P- 


Pro- 


tBuNH- 




3550 


5-HO-2 -Ind-CO- 


CarCH 2 


Bz 


3 


- F- 


Pro- 


tBuNH- 
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Table 1 



No. 



15 



20 



25 



30 



35 



50 



C c -t 


o - acvj - z - ina - CO - 


CarCH 2 


Bz 


3 


- F 


-Pro- 


tBuNH- 




CT U TVT7V «r-,/-^ o -r _ j 

D - rl^WACO - 2 - ina - 


CarCH 2 


Bz 


3 


- F 


-Pro- 


tBuNH- 


















3553 


5-Bzim-CO- 


V-dX v^ri 2 


Bz 


3 


- F- 


-Pro- 


£BuNH- 


~3 —> J *t 


U «pUJ AC- 


CarCH 2 


Bz 


3 


-F- 


-Pro- 


£BuNH- 


•a c c c 

-J ~) o 


U* JNpvJ ) AC - 


CarCH 2 


Bz 


3 


-F- 


-Pro- 


£BuNH- 


2 5 ^fi 




CarCH 2 


Bz 


3 


-F- 


-Pro- 


tBuNH- 


3 557 




CarCH 2 


Bz 


3 


-F- 


-Pro- 


tBuNH- 


3558 


(3-PhPho) Ac- 


CarCH 2 


Bz 


3 


- F- 


•Pro- 


£3\xNH- 


3559 


^ yuix - L.U - 


CarCH 2 


Bz 


3 


-F- 


-Pro- 


3-HOPr-NH- 


3560 


2-Quix-CO- 


CarCH 2 


Bz 


3 


-F- 


■Pro- 


BuNH- 


3561 


yuix-LU- 


CarCH 2 


Bz 


3 


- F- 


• Pro- 


tBuO- 


3562 




CarCH 2 


Bz 


3 


-F- 


Pro - 


1, l-diMe^- 
















HOEt-NH- 


3563 


BZC 


CarCH 2 


Bz 


3 


-F- 


Pro- 


S-HOPr-NH- 


3564 


Bzc 


CarCH 2 


Bz 


3 


-F- 


Pro- 


BuNH- 


3565 


Bzc 


CarCH 2 


Bz 


3 


-F- 


Pro- 


£BuO- 


3566 


BZC 


CarCH 2 


Bz 


3 


-F- 


Pro- 


1, l-diMe-2- 
















HOEt-NH- 


3567 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


3 


- P- 


Pro- 


JlBxiNH- 


3568 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 


3569 


2 # 3-diNH 2 -Pho- 


CarCH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 




Ac- 














3570 


2,4-diNH 2 -Pho- 


CarCH 2 


Bz 


3- 


-F- 


Pro- 


tBuNH- 




Ac- 














3571 


4-NH 2 -Ph-C0- 


CarCH 2 


Bz 


3- 


-F- 


Pro- 


tBuNH- 


3572 


4-NH 2 -Bzc 


CarCH 2 


Bz 


3- 


-F- 


Pro- 


£BuNH- 


3573 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


3- 


-F- 


Pro- 


tBuNH- 



f 
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Table* 1 



R 



Cpd. 
No. 



3574 4- [Me(Bz)N] -PhoAc- CarCH 2 Bz 

3575 4-Mor-PhoAc- CarCH 2 Bz 

3576 4- [N-Bz-Pipr] -PhoAc- CarCH- Bz 



3-F-Pro- tBuNH- 
3-F-Pro- tBuNH- 
3-F-Pro- tBuNH- 



3577 4-MeNH-PhoAc- 

3578 4- [ (4' -Me-Bzc) -NH] - 

PhoAc - 

3579 4- [tBoc-NH] - Pho- 

Ac - 

3580 4- [tBoc-MeN] -Pho- 

Ac- 

3581 4-Gly-NH-Pho- 

Ac- 

3582 4- [Gly-NMe] -Pho- 

Ac - 

3583 4 - [ (N-Me-Gly) NMe] - 

PhoAc - 

3584 4- [ (N-tBoc- 

Gly) NMe] - PhoAc - 

3585 4- [ (N-£Boc-NMe- 

Gly) NMe] - PhoAc - 

3586 BOC 

3587 4- [ (BrAc) NMe] - 

PhoAc - 

3588 4- [ (4' -MeO- 

Bzc)NH] - PhoAc - 

3589 N-Me-4-PipO-Ac- 



CarCH 2 Bz 3-F-Pro- tBuNH- 

CarCH 2 Bz 3-F-Pro- £BuNH- 

CarCH 2 Bz 3-F-Pro- tBuNH- 

CarCH 2 Bz 3-F-Pro- tBuNH- 

CarCH 2 Bz 3-F-Pro- tBuNH- 

CarCH 2 Bz 3-F-Pro- £BuNH- 

CarCH 2 Bz 3-F-Pro- £BuNH- 

CarCH 2 Bz 3-F-Pro- tBuNH- 

CarCH 2 Bz 3-F-Pro- tBuNH- 

CarCH 2 Bz 3-F-Pro- tBuNH- 

CarCH 2 Bz 3-F-Pro- £BuNH- 

CarCH 2 Bz 3-F-Pro- £BuNH- 

CarCH- Bz 3-F-Pro- tBuNH- 
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5 




















Cpd. 


R 1 


R 3 


R 4 






z 


R 




No. 
















10 


3590 


4-NH -cHxO-Ac- 


2 


Bz 


3 


- F 


■ Pro- 


V--D LLLVXi 


15 


3591 


4-NH 2 -PhoAc- 


CarCH 2 


Bz 


3- 


-F- 


-Pro- 


1, l-diMe-2- 


3592 














xlvjii u - r4rl - 




3-NH 2 -PhoAc- 


CarCH 2 


Bz 


3- 


-P- 


-Pro- 


1, l-diMe-2- 


















nunc vtti 


20 


3593 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


3- 


-F- 


-Pro- 


1, l-diMe-2- 


















nun L. XM XI - 




3594 


2 # 3-diNH 2 -Pho- 


CarCH 2 


Bz 


3- 


•F- 


•Pro- 


l,l-diMe-2- 






Ac- 














25 














3595 


2,4-diNH 2 -Pho- 


CarCH 2 


Bz 


3- 


■ F- 


•Pro- 


1, l-diMe-2- 






Ac- 




























HORl- -WH. 




3596 


4-NH -Ph-CO- 


CarCH^ 


Bz 


3 - 


F- 


■ Pro - 


1 1 - H T Mo *5 

if i aiwe - ^ - 


30 




















3597 


4-NH 2 -Bzc 


CarCH 2 


Bz 


3- 


F- 


Pro- 


1, l-diMe-2- 


















HOEt -NH- 


35 


3598 


4-Me 2 N-PhoAc- 


CarCH^ 
2 


Bz 


3- 


F- 


Pro- 


1 - 1 -diMea - 2 - 


















HOEt -NH- 




3599 


4-Me-Bzc 


CarCH 2 


Bz 


3- 


F- 


Pro- 


l,l-diMe-2- 


















HOEt-NH- 


40 


3600 


4-Mor-PhoAc- 


CarCH 2 


Bz 


3- 


F- 


Pro- 


1, l-diMe-2- 


















HOEt-NH- 




3601 


4- [N-Bz-Pipr] - 


CarCH 2 


Bz 


3- 


F- 


Pro- 


1, l-diMe-2- 


45 




PhoAc - 












HOEt-NH- 




3602 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


3- 


F- 


Pro- 


1, l-diMe-2- 


















HOEt-NH- 


50 


3603 


4- [ (4' -Me-Bzc) - 


CarCH 2 


Bz 


3- 


F- 


Pro- 


1, l-diMe-2- 




NH] - PhoAc - 












HOEt -NH- 
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Cpd. 
No. 



Table 1 



10 



15 



20 



25 



30 



40 



3604 4- [Bzc-NH] -Pho- CarCH. 

Ac- 

3605 4- [tBoc-NH] -Pho- CarCH. 

Ac- 

3606 4- [tBoc-MeN] - CarCH. 

PhoAc - 

3607 4-Gly-NH-Pho- CarCHL 

Ac- 

3608 4- [Gly-NMe] -Pho- CarCH^ 

Ac- 

3609 4- [ (H-Me-Gly)NMe] - CarCH 2 

PhoAc - 

3610 4-[(N-tBoc- CarCH^ 

Gly) NMe] - PhoAc - 

3611 4- [ (N- tBoc-NMe- CarCH 2 

Gly) NMe] - PhoAc - 

3612 4- [ (JJ- Me -Gly) NMe] - CarCH 2 

PhoAc - 

3 613 4 - [ (BrAc) NMe] - CarCH 2 
PhoAc - 

3614 4-[(4'-MeO- CarCH 2 

Bzc)NH] - PhoAc - 

3615 N-Me-4-PipO-Ac- CarCH 2 

3616 4-NH 2 -cHxO-Ac- CarCH 2 



Bz 3 -F-Pro- 
Bz 3-F-Pro- 



3617 4- [ (MorAc)NMe] - 
PhoAc - 



CarCH. 



Bz 3- 

Bz 3- 

Bz 3- 

Bz 3- 

Bz 3 - 

Bz 3- 

Bz 3- 

Bz 3- 

Bz 3- 

Bz 3- 

Bz 3- 

Bz 3- 



F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F- Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 



l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
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Table 1 



10 



15 



20 



25 



30 



35 



4Q 



45 



50 



Cpd. 
No. 



3618 4-NH 2 -PhoAc- 



3619 3-NH 2 -PhoAc- 



3620 2-NH 2 -PhoAc- 



3621 2,3-diNH 2 -Pho- 

Ac- 

3622 2,4-diNH 2 -Pho- 

Ac- 

3623 4-NH 2 -Ph-CO- 



3624 4-NH 2 -Bzc 



3625 4-Me 2 N-PhoAc- 



CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 
CarCH 2 



3 62 6 4 - [Me ( Bz ) N] - PhoAc - CarCH 2 

3 627 4-Mor-PhoAc- CarCH 2 

3628 4- [N-Bz-Pipr] - CarCH 2 
PhoAc- 

3629 4-MeNH-PhoAc- CarCH 2 

3630 4- [ (4' -Me-Bzc) - CarCH 2 

NH]-PhoAc- 

3631 4- [Bzc-NH] -Pho- CarCH 2 

Ac- 



Bz 3-F-Pro- 

Bz 3 -F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

Bz 3--F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

i 

BZ 3-F-Pro- 

Bz 3-F-Pro- 



1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 



55 



186 



EP0 587 311 A1 



Cpd. R 1 r 3 R 4 ~ z — R 5 



NO. 



3632 4- [tBoc-NH] -Pho- CarCH 2 

Ac- 

3633 4- [tBoc-MeN] - CarCH 2 
PhoAc ) 

3634 4-Gly-NH-Pho- CarCH 2 

Ac- 

3635 4- [Gly -NMe] -Pho- CarCH- 

Ac- 

3636 4- [ (N-Me-Gly) NMe] - CarCH 2 

Ac- 

363 7 4 - [ (N-tBoc- CarCH 2 

Gly) NMe] - PhoAc - 
3638 4- [ (N-tBoc-NMe- CarCH 2 

Gly) NMe] - PhoAc - 
363 9 Boc CarCH 2 

3640 4 - [ ( BrAc ) NMe ] - CarCH- 

PhoAc - 

3641 4-[(4'-MeO- CarCH 2 

Bzc)NH] - PhoAc - 

3642 N-Me-4-PipO-Ac- CarCH 2 

3643 4-NH 2 -cHxO-Ac- CarCH 2 



Bz 3-F-Pro- 
Bz 3- 



3644 4 - [ (MorAc ) NMe] 

PhoAc - 

3645 2-Quin-CO- 



CarCH„ 



Bz 3- 

Bz 3- 

Bz 3- 

Bz 3- 

Bz 3 - 

Bz 3- 

Bz 3- 

Bz 3- 

Bz 3- 

Bz 3- 



l-F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 
F-Pro- 



Bz 3 -F- Pro- 



cardia Bz 3-F-Pro- 



1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, l-diMe- 
2-HOPr-NH- 
l,l-diMe- 

2-HOPr-NH- 
1, 1-diMe- 
2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, l-diMe-2- 

HOEt-NH- 
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Cpd. 
No. 



10 



15 



20 



25 



30 



35 



40 



45 



50 



3646 3-Quin-CO- 

3647 4-Quin-CO- 

3648 2-Pyr-CO- 

3649 3-Pyr-CO- 

3650 4-Pyr-CO- 

3651 4-MeO-2-Quin- 
C0- 

3652 2-Np-CO- 

3653 1-Np-CO- 

3654 2-Bfur-CO- 

3655 3-Bfur-CO- 

3656 S-Bu-2 -Pyr-CO 

3657 4-HO-2-Quin-CO 

3658 3-HO-2-Quin-CO- 

3659 l-Np-Sfo- 



CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH- 



- CarCH 2 
CarCH 2 
CarCH 2 

( 



Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

t 



3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3 - F- Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3 - F- Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 



1, l-diMe-2- 
HOEt-NH- 
l,l-diMe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOEt-NH- 
l,l-diMe-2- 
HOEt-NH- 
1, l-diMe-2 - 
HOEt-NH- 
l,l-diMe-2- 
HOEt-NH- 
1, l-ditfe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOEt-NH- 
l#l-d±Me-2- 
HOEt-NH- 
l,l-diMe-2- 
HOEt-NH- 

i 
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Cpd . R J 
No. 



R 



10 



15 



20 



25 



30 



40 



45 



3660 2-Np-Sfo- 

3661 Boz 

3662 Bz-NHCO- 

3663 Bz-NHCS- 

3664 2-Ind-CO- 

3665 3-Ind-CO- 

3666 tBoc 



35 3668 2-Pip-CO- 



3669 2-Thi-CO- 



3670 MecCO- 

3671 PhoAc- 

3672 MPhoAc - 



CarCH„ 



CarCH. 



CarCH. 



CarCH. 



CarCHL 



CarCH. 



CarCH. 



so 3673 3 -Bzisox-CO- CarCH„ 



Bz 
Bz 
Bz 



CarCH- Bz 



CarCH- Bz 



Bz 



CarCH^ Bz 



3667 2-Pyrd-CO- CarCH 0 Bz 



Bz 



CarCH 0 Bz 



CarCH^ Bz 



Bz 
Bz 
Bz 



3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3 -F-Pro- 
3-F-Pro- 
3-F-Pro- 
3 -F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 



l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt -NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
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Table 1 

<* d - R 1 ~ R 3 R 4 2 R 5 

No. 



3674 2-Bzim-CO- 



3675 N-Me-3-Ind-CO- CarCH. 



3676 2-Bzthiaz-CO- CarCH. 



3677 2-Bzoxaz-CO- 



3678 5-Me0-2-Ind-C0- CarCH. 



3679 5-HO-2-Ind-CO- CarCH. 



3680 5-AcO-2-Ind-CO- CarCH. 



3 681 5-H 2 NAcO-2- CarCH. 

Ind-CO- 
3682 5-Bzim-C0- CarCH 



3 683 (l-NpO)Ac- CarCH. 



3684 1-NpOCO- CarCH. 



3 685 2-NpOCO- CarCH. 



3 686 (3-PhPho)Ac- CarCH. 



3687 (2-NpO)Ac« 



CarCH^ Bz 3 - F - Pro - 

Bz 3-F-Pro- 

j Bz 3-F-Pro- 

CarCH^ Bz 3 - F - Pro - 

Bz 3-F-Pro- 

Bz 3 -F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

Bz 3-F-Pro- 

Bz 3~F-Pro- 

Bz 3-F-Pro- 

CarCH 0 Bz 3 - F - Pro - 



l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
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Table l 



Cpd. R 1 R 3 R 4 z ~" R 5 

NO. 



3 688 Bzc CarCH 2 

3689 2-Quix-CO- CarCH 2 

3690 2-Quin-CO- CarCH 0 

3691 3-Quin-CO- CarCH 2 

3692 4-Quin-CO- CarCH_ 

3693 2-Pyr-CO- CarCH 2 

3694 3-Pyr-CO- CarCH 2 
3 695 4-Pyr-CO- CarCH 2 

3696 4-Me0-2-Quin-C0- CarCH 2 

3697 2-Np-CO- CarCH 2 
369 8 1-Np-CO- CarCH 2 

3699 2-Bfur-CO- CarCH 2 

3700 3-Bfur-CO- CarCH 2 
3 701 5-Bu-2-Pyr-CO- CarCH 0 

4b 



Bz 3-F-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1, 1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1, 1-diMe- 

2-HOPr-NH- 
Bz 3-FrPro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1, 1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1, 1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1, 1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1,1-diMe- 

2-HOPr-NH- 
Bz 3-F-Pro- 1,1-diMe- 

2-HOPr-NH- 
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Cpd. 
No. 



Table l 



3702 4-HO-2-Quin-CO- CarCH^ Bz 



3703 3-HO-2-Quix-CO- CarCH, Bz 



3704 1-Np-Sfo- 

3705 2-Np-Sfo- 

3706 Boz 

3 707 Bz-NHCO- 

3708 Bz-NHCS- 

3709 2-Ind-CO- 

3710 3-Ind-CO- 

3711 £Boc 

3712 2-Pyrd-CO- 

3713 2-Pip-CO- 

3714 2-Thi-CO- 

3715 MecCO- 



CarCH 0 Bz 



CarCH^, Bz 



CarCH 0 Bz 



CarCH 0 Bz 



CarCH. 



CarCH. 



CarCH. 



CarCH^ 



CarCH. 



CarCH. 



Bz 
Bz 
Bz 
Bz 
Bz 
Bz 



CarCH. Bz 



CarCH n Bz 



3 - F- Pro- 
s' F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 
3-F-Pro- 



1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, l-diMe- 
2-HOPr-NH- 
l,l-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
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labia i 



Cpd . 
No. 



R 



10 



3 716 PhoAc- 



« 3 717 MPhoAc- 



20 



25 



30 



35 



40 



45 



50 



CarCH. 



CarCH. 



3718 3-Bzisox-CO- CarCH. 



2 



3719 2-Bzim-CO- 



CarCH. 



2 



3721 2-Bzthiaz-CO- CarCH. 



3722 2-Bzoxaz-CO- 



CarCH. 



3723 5-MeO-2-Ind-CO- CarCH. 



3724 5-HO-2-Ind-CO- CarCH^ 



3 725 5-Ac0-2-Ind-C0- CarCH. 



3726 5-H 2 NAc0-2- 
Ind-CO- 

3727 5-Bzim-CO- 



3728 (2-Np0)Ac- 



3729 (l-NpO)Ac- 



CarCH. 



CarCH. 



CarCH. 



CarCH. 



Bz 
Bz 
Bz 
Bz 



3720 N-Me-3-Ind-CO- CarCH^ Bz 



Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 
Bz 



3-F-Pro- 

3-F-Pro-, 

3-F-Pro- 

3-F-Pro- 

3-F-Pro- 

3-F-Pro- 

3-F-Pro- 

3-F-Pro- 

3-F-Pro- 

3-F-Pro- 

3-F-Pro- 

3-F-Pro- 

3-F-Pro- 

3-F-Pro- 



1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2 -HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2 -HOPr-NH- 
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Tablg i 



Cpd. 
No. 



R 



3730 1-NpOCO- 



CarCH_ 



3 731 2-NpOCO- CarCH. 



3 732 (3-PhPho)Ac- CarCH„ 



3733 

3734 

3735 

3736 

3737 

3738 

3739 

3740 

3741 

3 742 

3743 

3744 

3745 

3746 

3747 

3748 

3749 

3750 

3751 

3752 

3753 

3754 



Bzc 

2-Quix-CO- 
Bzc 

2-Quix-CO- 
Bzc 

2-Quix-CO- 
Bzc 

2-Quix-CO- 

Bzc 

Bzc 

Bzc 

Bzc 

Bzc 

2-Quix-CO- 
2-Quix-CO- 
2-Quix-CO- 
2-Quix-CO- 
2-Quix-CO- 
2-Quin-CO- 
2-Quin-CO- 
2-Quin-CO- 
2-Quin-CO- 



CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

MeSOCH 2 

MeS0 2 CH 2 

MeOCH 2 

MecCH 2 CH 2 

MecCH 2 

MeS0CH 2 

MeS0 2 CH 2 

MeOCH 2 

MecCH 2 CH 2 

MecCH 2 

MeSOCH 2 

MeS0 2 CH 2 

MeOCH 2 

MecCH 2 CH 2 



Bz 
Bz 
Bz 

4-Br-Bz 

4-Br-Bz 

4-MeOBz 

4-MeOBz 

4-Me-Bz 

4-Me-Bz 

CHxCH 2 

CHxCH 2 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 

Bz 



3-F-Pro- 



3-F-Pro- 



3-F-Pro- 



3-F- 
3-F- 
3-F- 
3-F- 
3-F- 
3-F- 
3-F- 
3-F- 
3-F- 
3-F- 
3-F- 
3-F- 
3-F- 
3-F- 
3-F 
3-F 
3-F 
3-F 
3-F 
3-F 
3-F 
3-F 



Pro- 
Pro - 
Pro- 
Pro* 
Pro- 
Pro- 
Pro- 
Pro- 
•Pro- 
•Pro- 
•Pro- 
•Pro- 
•Pro- 
Pro- 
Pro- 
Pro- 
Pro- 
Pro- 
Pro- 
Pro- 
Pro- 
Pro- 



1, 1-diMe- 
2-HOPr-NH- 
1,1-diMe- 
2-HOPr-NH- 
1, l-diMe- 
2-H0Pr-NH- 
tBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 
CBUNH- 
tBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 

£BuNH- 

£BuNH- 

tBuNH- 

tBuNH- 

tBuNH- 

£BuNH- 

£BuNH- 

tBuNH- 

tBuNH- 

tBuNH- 

£BuNH- 

tBuNH- 

tBuNH- 
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Table l 



5 


Cpd. 
No. 


R 1 


R 3 


R 4 




2 




R 5 

It 


10 




















3755 


2-Quin-CO- 


MecCH 0 


Bz 


3 




XT JL VJ - 






3756 


3-Quin-CO- 


MeSOCH 2 


Bz 


3 


- F- 






15 


3757 


3-Quin-CO- 


MeSO^CH^ 
2 2 


Bz 


3 


- P- 


Pro- 


LP LLlNn 




3758 


3-Quin-CO- 


MeOCH 2 


Bz 


3 


- F- 


Pro - 






3759 


3-Quin-CO- 


MecCH^CH- 

2 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 


20 


3760 


3 -Quin- CO- 


MecCH 2 


Bz 


3 


- F- 


Pro - 


tBuNH- 


3761 


2-Bfur-CO- 


MeSOCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3762 


2-Bfur-CO- 


MeS0 2 CH 2 


Bz 


3 


-F- 


Pro- 






3763 


2-Bfur-CO- 


MeOCH 2 


Bz 


3 


-F- 


Pro - 


£BuNH- 


25 


3764 


2-Bfur-CO- 


MecCH 0 CH 0 


Bz 


3 


-F- 


Pro - 


tBuNH- 




3765 


2-Bfur-CO- 


MecCH 2 


Bz 


3 


-F- 


Pro - 


tBuNH- 




3766 


3-Bfur-CO- 


MeSOCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 


30 


3767 


3-Bfur-CO- 


MeS0 2 CH 2 


Bz 


3 


-F- 


Pro- 






3768 


3-Bfur-CO- 


Me0CH o 


Bz 


3 


-p- 


Pro - 


tBuNH- 




3769 


3-Bfur-CO- 


MecCH.CH^ 
2 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3770 


3-Bfur-CO- 


2 


Bz 


3 


- F- 


Pro- 


tBuNH- 


35 


3771 


3-Ind-CO- 


MeSOCH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 




3772 


3-Ind-CO- 


MeS0 2 CH 2 


Bz 


3 


-P- 


Pro- 


tBuNH- 




3773 


3-Ind-CO- 


MeOCH 2 


Bz 


3 


- F- 


Pro- 


£BuNH- 


40 


3774 


3 -Ind- CD- 


MecCH 2 CH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 




3775 


S' Ind-CO- 


MecCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3776 


MPhOAc - 


MeSOCH 2 


Bz 


3 


- F- 


Pro- 


£BuNH- 


45 


3777 


MPhOAc - 


Meso 2 CH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 


3778 


MPhOAc- 


MeOCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 




3779 


MPhOAc- 


MecCH 2 CH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 




3780 


MPhOAc- 


MecCH 2 


Bz 


3 


-F- 


Pro- 


£BuNH- 


50 


3781 


5-NH 2 -AcO-2- 


MeSOCH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 



Ind-CO- 
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Table 1 



Cpd. 
No. 




«3 
R J 


R 4 




Z 




R 5 






MeS0 2 CH 2 


Bz 


3 


-F 


-Pro- 


tBuNH- 




Tnri - pn. 














«J / O j 




MeOCH 2 


Bz 


3 


- F 


-Pro- 


tBuNH- 




xxia - l.u - 












3784 


5-NH 2 -AcO-2- 


MecCH 2 CH 2 


Bz 


3 


-F 


-Pro- 


tBuNH- 




xhcl - v_.u - 














3785 


5-NH 2 -AcO-2- 


MecCH 2 


Bz 


3 


- F- 


-Pro- 


tBuNH- 




ina- - 














3786 


4-NH 2 >PhoAc- 


MeS0CH 2 


Bz 


3 


-F- 


•Pro- 


tBuNH- 


^ 7 ft 7 


4 - n« 2 - PhoAc - 


MeS0 2 CH 2 


Bz 


3 


-F- 


■Pro- 


tBuNH- 


3788 


4 - NH 2 - PhoAc - 


MeOCH 2 


BZ 


3 


- F- 


-Pro- 


£BuNH- 


37QQ 




MecCH 2 CH 2 


Bz 


3 


-F- 


Pro- 


tBuNH- 


3790 


4-NH 2 -PhoAc- 


MecCH 2 


Bz 


3- 


-F- 


■Pro- 


tBuNH- 


^ 7Q1 


Lczc-nhj - Pno- 


MeSOCH 2 


Bz 


3- 


: F _ 


Pro- 


tBuNH- 




Ac - 


- 










3 792 


** Lozc-JNrlJ - FIIO- 


MeS0 2 CH 2 


Bz 


3- 


■F- 


Pro- 


tBuNH- 




Ac- 














3793 


4- [Bzc-NH] - Pho- 


MeOCH 2 


Bz 


3- 


F- 


Pro- 


tBuNH- 




Ac - 














3794 


4- [Bzc-NH] - Pho- 


MecCH 2 CH 2 


Bz 


3- 


F- 


Pro- 


£BuNH- 




Ac - 












3795 


4- [Bzc-NH] - Pho- 


MecCH 2 


Bz 


3- 


F- 


Pro- 


£BuNH- 




Ac - 














3796 


4- [ (MorAc) NMe] - 


MeSOCH 2 


Bz 


3- 


F- 


Pro- 


£BuNH- 




PhoAc - 












3 797 


4- [ (MorAc) NMe] - 


MeS0 2 CH 2 


Bz 


3- 


F- 


Pro- 


£BuNH- 




PhoAc - 
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10 



20 



30 



40 



50 



Cpd. 
No. 


«1 
R 


3 
R J 


A 

R 


2 






R 5 


3798 


4- [ (MorAc) NMe] - 


MeOCH 2 


Bz 


3-F 


-Pro- 




tBuNH- 




PhoAc - 














3799 


4- [ (MorAc) NMe] - 


MecCH 2 CH 2 


BZ 


3-F 


-Pro- 




tBuNH- 




PhoAc - 














3800 


4- [ (MorAc) NMe] - 


MecCH 2 


Bz 


3-F 


- Pro- 




tBuNH- 




PhoAc - 














3801 


4-MeO-Bzc 


CarCH 2 


Bz 


3-F 


-Pro- 




tBuNH- 


3802 


Bzc 


Me 2 NCH 2 


Bz 


3-F 


-Pro- 




tBuNH- 


3803 


Bzc 


2-Car-Et 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 


3804 


Bzc 


CNCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3805 


Bzc 


iPr 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3806 


Bzc 


tBu 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3807 


Bzc 


diMeCarCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3808 


Bzc 


MorCOCH 2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 


3809 


Bzc 


PipCOCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3810 


BZC 


2-NH 2 -Et 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3811 


Bzc 


3-NH 2 -Pr 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3812 


Bzc 


MeCarCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3813 


Bzc 


Et-Car-CH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3814 


BZC 


H 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 


3815 


Bzc 


HOCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3816 


Bzc 


4-Thiz-CH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3817 


Bzc 


4-Imid-CH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3818 


Bzc 


COOH-CH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3819 


Bzc 


2-COOH-Et 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3820 


BZC 


MeSCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3821 


Bzc 


SamCH 2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 


3822 


Bzc 


Bz 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 
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Table 1 



Cpd . 


R 


No. 




3823 


Bzc 


3824 


Bzc 


3825 


Bzc 


3826 


Bzc 


3827 


Bzc 


3828 


Bzc 


3829 


2 -Quix -CO - 


3830 


2 -Quix -CO ~ 


3831 


2-Quix-CO- 


3832 


2 -Quix- CO - 


3833 


2 -Quix- CO - 


3834 


2 -Quix- CO - 


3835 


2 -Quix- CO - 


3836 


2 -Quix- CO- 


3837 


2 -Quix- CO - 


3838 


2-Quix-CO- 


3839 


2-Quix-CO- 


3840 


2 -Quix -CO - 


3841 


2 -Quix -CO - 


3842 


2-Quix-CO- 


3843 


2 -Quix- CO - 


3 844 


2 -Quix -CO - 


3845 


2-Quix-CO- 


3846 


2-Quix-CO- 


3847 


2-Quix-CO- 


3848 


2-Quix-CO- 


3849 


2-Quix-CO- 


3850 


2-Quix-C0- 



~3 
R 


A 

R 


Z 


R 5 


SimCH 2 


Bz 


3 f 3-diF-Pro- 


tBuNH- 


HiaCH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


2 - Sim- Et 


Bz 


3,3-diF-Pro- 


tBuNH- 


2-Hia-Et 


Bz 


3, 3-diF-Pro- 


tBuNH- 


NH 2 CH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


MeNHCH^ 


Bz 


3,3-diF-Pro- 


tBuNH- 




Bz 


3, 3-diF-Pro- 


tBuNH- 


CNCH 2 


Bz 


3, 3-diF-Pro- 


tBuNH- 


iPr 


Bz 


3,3-diF-Pro- 


tBuNH- 


£Bu 


Bz 


3, 3-diF-Pro- 


£BuNH- 


diMeCarCH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


MorCOCH 2 


Bz 


3,3-diF-Pro- 


£BuNH- 


PipC0CH 2 


Bz 


3,3-diF-Pro- 


£BuNH- 


2 - NH 2 - Et 


Bz 


3,3-diF-Pro- 


tBuNH- 


-J -iMll 2 - P3T 


Bz 


3,3-diF-Pro- 


tBuNH- 


ixieuaircH 2 


Bz 


3,3-diF-Pro- 


£BuNH- 


EtCarCH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


H 


Bz 


3,3-diF-Pro- 


tBuNH- 


H0CH 2 


dZ 


3 , 3-diF- Pro- 


tBuNH- 


4-Thiz-CH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


4 - lmid-CH^ 


Bz 


3,3-diF-Pro- 


tBuNH- 


C00H-CH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


»2-CO0H-Et 


Bz 


3, 3-diF -Pro - 


£BuNH- 


MeSCH 2 


Bz 


3,3- ; diF-Pro- 


tBuNH- 


SamCH 2 


Bz 


3, 3-diF-Pro- 


tBuNH- 


Bz 


Bz 


3,3-diF-Pro- 


tBuNH- 


Sim-CH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


Hia-CH 2 


Bz 


3,3-diF-Pro- 


£BuNH- 


/ 
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Table 1 





Cpd. 


R 1 ' 




R 3 " 




- 


z 




R 5 


10 


No. 


- 


















3851 


2-Quix-CO- 


- 


2-SimBt 


Bz 


3,3 


-diF- 


Pro- 


tOUINfl 


15 


3852 


"2-Quix-CO- 




2-HiaEt 


' Bz 


3 , 3 


-diF- 


Piro- 






3853 


2-Quix-CO- - 




NH 0 CH_ 
2 2 


Bz 


3,3 


-diF- 


Pro - 






3854 


2-Quix-CO- 




MeNHCH 0 
2 


Bz 


3,3 


-diF-- 


Pro - 






3855 


_2 -Quix-CO- 




Me~NCH_ 

2 2 _ 


. Bz 


3,3 


-diF- 


Pro-" 


tBuNH- 


20 


■ 3856 


3-Quin-CO- 




CarCH_ 

2. 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 




3857 


4-Quin-CO- 




CarCH 0 
2 


Bz 


3,3 


-diF- 


Px*o - 


£BuNH- 




3858 


2-Pyr-CO- 




CarCH- 

2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 




3859 


3-Pyr-CO- 




CarCH 0 

2 


Bz 


3,3 


-diF- 


Pro - 


JtBuNH- 


25 


3860 


4 - Py r - CO- 




CarCH 0 

2 


Bz 


3,3, 


-diF- 


Pro- 


£BuNH- 




3861 


4-MeO-2- 
Quin-CO- 




CarCH 0 
2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 




3862 


2-Np-CO- 




CarCH- 

2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 


30 


3863 


1-Np-CO- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 




3864 


2-Bfur-CO- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 




3865 


3-Bfur-CO- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


35 


3866 


5-Bu-2 -Pyr-CO- 


CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 


3867 


4-HO-2-Quin- 


co- 


CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 




3868 


3-HO-2-Quix- 


co - 


CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


JtBuNH- 




3869 


1-Np-Sfo- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


40 


3870 


2-Np-Sfo- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


3871 


Boz 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 




3872 


Bz-NHCO- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 




3873 


Bz-NHCS- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 


45 


3874 


3-Ind-CO- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 




3875 


2-Pyrd-CO- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 




3876 


2-Pip-CO- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 




3877 


2-Thi-CO- 




CarCH 2 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 



50 
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Table l 



Cpd. 
No. 



3878 MecCO- 
3 879 PhoAc- 

3880 3-Bzisox-CO- 

3881 2-Bzim-CO- 

3882 N-Me-3-Ind-CO- 

3883 2-Bzthiaz-CO- 

3884 2-Bzoxaz-CO- 

3885 5-MeO-2-Ind-CO- 

3886 5-HO-2-Ind-CO- 

3887 5-AcO-2-Ind-CO- 

3888 5-H 2 NAcO-2- 

Ind-CO- 

3889 5-Bzim-CO- 

3890 (2-NpO) Ac- 

3891 (l-NpO)Ac- 

3892 1-NpOCO- 

3893 2-NpOCO- 

3894 (3-PhPho)Ac- 

3895 2-Quix-CO- 

3896 2-Quix-CO- 

3897 2-Quix-CO- 

3898 2-Quix-CO- 

3899 Bzc 

3900 Bzc 

3901 Bzc 

3902 Bzc 



R 


R 4 




Z 




R 5 


CarCH^ 
2 


o z. 




-axe 


- Pro- 


£BuNH- 


CarCH 2 


Bz 


3,3 


-diF 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3,3 


-dip 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3,3 


-diF 


-Pro- 


£BuNH- 


CarCH 2 


Bz 


3.3 


-diF 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3.3 


-diF 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3,3 


-diF 


-Pro- 


£BuNH- 


CarCH 2 


Bz 


3,3 


-diF- 


-Pro- 


£BuNH- 


CarCH 2 


Bz 


3,3 


-dip- 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3,3 


-diF- 


-Pro- 


tBuNH- 


CarCH 2 


Bz 


3,3 


-diF- 


■Pro- 


tBuNH- 


CarCH 2 


Bz 


3,3 


-diF- 


• Pro- 


tBuNH- 


CarCH 2 


Bz 


3,3 


-diF- 


Pro - 


tBuNH- 


CarCH 2 


Bz 


3,3- 


-diF- 


Pro- 


tBuNH- 


CarCH 2 


Bz 


3,3- 


-diF- 


Pro- 


tBuNH- 


CarCH 2 


Bz 


3,3- 


•diF- 


Pro- 


JtBuNH- 


CarCH 2 


Bz 


3,3- 


*diF- 


Pro- 


tBuNH- 


CarCH 2 


Bz 


3,3- 


•diF- 


Pro- 


3-HOPr-NH- 


CarCH 2 


Bz 


3,3- 


diF- 


Pro- 


BuNH- 


CarCH 2 


Bz 


3,3- 


diF- 


Pro- 


tBuO- 


CarCH 2 


Bz 


3,3- 


diF- 


Pro- 


1, l-diMe-2- 












HOEt-NH- 


CarCH 2 


Bz 


3,3- 


diF- 


Pro- 


3-HOPr-NH- 


CarCH 2 


Bz 


3,3- 


diF- 


Pro- 


BuNH- 


CarCH 2 


Bz 


3,3- 


diF- 


Pro- 


tBuO- 


CarCH 2 


Bz 


3,3- 


diF- 


Pro- 


l,l-diMe-2- 












HOEt-NH- 
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Table 1 



5 


Cpd. 
NO. 


R 1 


R 3 


R 4 






Z 




R 5 


10 






















3903 


3-NH 2 -PhoAc- 


Pa rPH 

^—q-Xi v — 2 


oz 






H -t T? 
- Qlf - 


Pro - 


£BuNH- 




3904 


2-NHL-PhoAc- 
z 


CarCH^ 
2 


Bz 


3 


3 


- diF- 


Drn - 


t~ RnMU- 


15 


3905 


2,3-diNH n -Pho- 
2 


CarCH 2 


Bz 


3 


3 


-diF- 


Pr*n - 

* i. u 


t~ RnMW- 
UPUim 






Ac- 


















3906 


2, 4-diNH_-Pho- 
Z 


CarCH^ 
2 


Bz 


3 , 


3 


-diF- 


Pro- 


tBuNH- 






Ac- 
















20 






















3907 


4-NH^-Ph-CO- 
2 


CarCH 2 


Bz 


3 


3 


- diF- 


* IO 






3908 


4-NH- -Bzc 
z 


CarCH- 
2 


Bz 


3 , 


3 


-rdiF- 


P3TO - 


tBirNH- 




3909 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


3 


3 






UX3Vi.iN.fi - 


25 


3910 


4- [Me (Bz) N] -Pho- 


CarCH~ 
2 


Bz 


3 , 


3 


-diF- 


Pro- 


tBuNH- 






AC- 


















3911 


4-Mor-PhoAc- 


CarCH^ 
2 


Bz 


3 , 


3 


-diF- 


Piro- 


tBuNH- 


30 




4- LJN-Bz-PiprJ - 


CarCH- 


Bz 


3, 


3 


-diF- 


Pro- 


tBuNH- 






PhoAc - 


















3913 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


3 


3 


-diF- 


*r X. U 






3914 


4- [ (4' -Me-Bzc) - 


CarCH 0 
2 


Bz 


3, 


3 


-diF- 


Pro- 


£BuNH- 


35 




NH- PhoAc- 


















3915 


4- [£Boc-NH] - Pho- 


CarCH 2 


Bz 


3, 


3 


-diF- 


Pro- 


JtBuNH- 






Ac - 
















40 


3916 


4- [tBoc-MeN] - 


CarCH 2 


Bz 


3, 


3 


-diF- 


Pro- 


tBuNH- 






PhoAc - 


















3917 


4- [Gly-NH] - Pho- 


CarCH 2 


Bz 


3, 


3 


-diF- 


Pro- 


£BuNH- 






Ac - 
















45 






















3918 


4- [Gly-NMe] - Pho- 


CarCH 2 


Bz 


3, 


3 


-diF- 


Pro- 


tBuNH- 






Ac- 


















3919 


4- [ (N-Me-Gly ) - 


CarCH 2 


Bz 


3, 


3 


-diF- 


Pro- 


tBuNH- 


50 




NMe] - PhoAc - 
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Table 1 

5 



Cpd. 

NO. 


R 1 


R 3 


R 4 

In. 








R 




3920 


4- [ (N-tBoc- 


CarCH^ 
2 


Bz 


3 , 3 


-diF 


- Prn- 


CdUNH- 






Gly) NMe] -PhoAc- 
















3921 


4- [ (N-tBoc-NMe- 


CarCH- 
2 


Bz 


3, 3 


-diF 


_ p rn _ 








Gly) NMe] - PhoAc- 
















3922 


Boc 


CarCH- 
2 


Bz 


3,3 


-diF 


- PlTO - 


UDUiNn 




3923 


4- [ (BrAc) NMe] - 


CarCH 2 


D ry 
OZ 


3,3 


-diF- 


-Pro- 


tBuNH- 






PhoAc- 














3924 


4- [ (4' -MeO- 


CarCH 2 


OZ 


J # 3 


- air- 


•Pro- 


tBuNH- 






BZC) NH] -PhoAc- 
















3925 


N-Me-4-PipO-Ac- 


CarCH 2 


BZ 




- aiF- 


-Pro- 


tBuNH- 




3926 


4-NH 2 -£HxO-Ac- 


CarCH ' 
2 


Bz 


3/3 


-diF- 


- Pro- 






3927 


4-NH 2 -PhoAc- 


CarCH 2 






- alb - 


• Pro- 


1, 1-diMe- 


-2- 


3928 














**vO L. IN XI _ 




3-NH 2 -PhoAc- 


CarCH 2 






- ulr - 


Pro- 


1, 1-diMe- 


2- 
















urjT?h XTTT 
"vcit - JNri _ 




3929 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


3,3- 


-diF- 


Pro- 


1,1-diMe- 


2- 
















HOEt-NH- 




3930 


2,3-diNH 2 -Pho- 


CarCH 2 


Bz 


3,3- 


-diF- 


Pro- 


1,1-diMe- 


2- 




Ac- 












HOEt-NH- 


















3931 


2,4-diNH 2 -Pho- 


CarCH 2 


Bz 


3,3- 


•diF- 


Pro- 


1,1-diMe- 


2- 




Ac- 












HOEt-NH- 


















3932 


4-NH 2 -Ph-CO- 


CarCH 2 


Bz 


3,3- 


diF- 


Pro- 


1,1-diMe- 


2- 
















HOEt-NH- 




3933 


4-NH 2 -Bzc 


CarCH 2 


Bz 


3,3- 


diF- 


Pro- 


1, 1-diMe- 


2- 
















HOEt-NH- 




3934 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


3,3- 


diF- 


Pro- 


1, 1-diMe- 


2- 



HOEt-NH- 
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10 



Cpd. 
NO. 



15 



20 



25 



30 



35 



40 



45 



50 



3935 4- [Me (Bz) N] - 
PhoAc - 

3936 4-Mor-PhoAc- 

3937 4- [N-Bz-Pipr] - 
PhoAc - 

3938 4-MeNH-PhoAc- 

3939 4- [ (4' -Me-Bzc) - 

NH - PhoAc - 

3940 4- [Bzc-NH] -Pho- 

Ac - 

3941 4- [£Boc-NH] - 

PhoAc - 

3942 4- [tBoc-MeN] - 

PhoAc - 

3943 4-Gly-NH- Pho- 

Ac- 

3944 4- [Gly-NMe] -Pho- 

Ac - 

3945 4- [ (N-Me-Gly) - 
NMe] - PhoAc - 

3946 4- [ (N- tBoc - 

Gly)NMe] - PhoAc - 

3947 4- [ (H-LBoc-NMe- 

Gly) NMe] - PhoAc - 

3948 Boc 



CarCH Bz 3,3-diF-Pro- 



CarCH 9 Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH Bz 3 , 3 -diF- Pro- 



CarCH- Bz 3, 3 -diF -Pro - 



CarCH- Bz 3, 3 -diF -Pro - 



CarCH- Bz 3,3-diF-Pro- 



CarCH- Bz 3,3-diF-Pro- 



CarCH 2 Bz 3,3-diF-Pro- 



CarCH 2 Bz 3,3-diF-Pro- 



CarCH 9 Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH 0 Bz 3,3-diF-Pro- 



l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt tNH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
l,l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
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Table 1 



Cpd. 
No. 



3949 4- [ (BrAc)NMe] - CarCH. 

PhoAc - 

3950 4-[(4'-MeO- CarCH 2 

Bzc)NH] -PhoAc- 

3951 N-Me-4-PipO-Ac- CarCH,, 



Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



3952 4-NH 2 -cHxO-Ac- CarCH 2 Bz 3,3-diF-Pro- 



3953 4- [ (Mor- Ac ) NMe ] 

PhoAc- 

3954 4-NH 2 -PhoAc- 



3955 3-NH 2 -PhoAc- 



3956 3-NH 2 -PhoAc- 



3957 2,3-diNH 2 -Pho- 

Ac- 

3958 2, 4-diNH 2 -Pho- 

Ac- 

3959 4-NH 2 -Ph-CO- 



3960 4-NH 2 -Bzc 



3961 4-Me 2 N-PhoAc-, 



- CarCH Bz 3,3-diF-Pro- 



CarCH Bz 3, 3 -diF -Pro - 



CarCH- Bz 3, 3 -diF -Pro - 



CarCH Bz 3,3-diF-Pro- 



CarCH- Bz 3,3-diF-Pro- 



CarCH- Bz 3 , 3 - diF - Pro - 



CarCH Bz 3 , 3 - diF - Pro - 



CarCH- Bz 3,3- diF - Pro - 



CarCH- Bz 3 , 3 -diF- Pro - 



3962 4- [Me(Bz)N] -Pho 
Ac- 



- CarCH- Bz 3, 3 - diF- Pro - 



1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, 1-diMe- 

2-HOPr-NH 

1, 1-diMe- 

t 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
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Table 1 



Cpd. 
No. 



R" 



R" 



10 



15 



20 



30 



35 



40 



45 



50 



3963 4-Mor-PhoAc- 

3964 4- [N-Bz-Pipr] 

PhoAc - 

3965 4-MeNH-PhoAc- 



CarCH 0 Bz 3, 3- diF- Pro- 



cardia 



Bz 3, 3-diF-Pro- 



CarCH, Bz 3,3-diF-Pro- 



3966 4- [ (4' -Me-Bzc) - CarCH. 

NH] - PhoAc - 

3967 4- [Bzc-NH] -Pho- CarCH. 

Ac- 

3968 4- [tBoc-NH] - Pho- 
Ac - 

3 969 4- [tBoc-MeN] - 
PhoAc - 

3970 4-Gly-NH-Pho- CarCH. 

4 

Ac- 

3971 4- [Gly-NMe] -Pho- CarCH 2 Bz 3,3-diF-Prb- 

Ac- 

3972 4- [ (N-Me-Gly) - CarCH 2 

NMe]- PhoAc - 

3973 4- [ (N-£Boc- 
Gly) NMe] -PhoAc - 

3974 4- [ (N-tBoc-NMe- CarCH. 
Gly) NMe] - PhoAc - 

3975 Boc 



Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



>- CarCH- Bz 3,3-diF-Pro- 



CarCH^ Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



CarCH- Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



3976 4- [ (BrAc) NMe] 
PhoAc - 



CarCH Bz 3, 3- diF- Pro- 



cardia Bz 3,3-diF-Pro- 



1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
l, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
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Table 1 



Cpd. 
NO, 



R 



3977 4- [ (4' -MeO- 

Bzc)NH] -PhoAc- 

3978 N-Me-4-PipO-Ac- 



3979 4-NH 2 -cHxO-Ac- 



3980 4- [ (MorAc) NMe] 

PhoAc - 

3981 2-Quin-CO- 

3982 3-Quin-CO- 

3983 4-Quin-CO- 

3984 2-Pyr-CO- 

3985 3-Pyr-CO- 

3986 4-Pyr-CO- 

3987 4-MeO-2-Quin- 
CO- 

3988 2-Np-CO- 

3989 1-Np-CO- 

3990 2-Bfur-CO- 



CarCH Bz 3,3-diF-Pro- 



CarCH Bz 3, 3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH Bz 3, 3 -diF- Pro- 



cardia 



CarCH. 



CarCH. 



Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH 2 Bz 3,3-diF-Pro- 



CarCH Bz 3 , 3 -diF- Pro- 



CarCH Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



CarCH 9 Bz 3,3-diF-Pro- 



1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, l-diMe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOBt-NH- 
l,l-diMe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOEt-NH- 
l,l-diMe-2- 
HOEt-NH- 
l,l-diMe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOEt-NH- 
l,l-diMe-2- 
HOEt-NH- 
1, l-diMe-2- 
HOEt-NH- 
l,l-diMe-2- 
HOEt-NH- 
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Table-1 



Cpd. 
No. 



10 



15 



20 



25 



30 



35 



40 



45 



50 



3991 3-Bfur-CO- 



CarCH^ Bz 



3992 5-Bu«2-Pyr-CO- CarCH 0 Bz 



3993 4-H0-2-Quin- 
CO- 

3994 3-HO-2-Quix- 
CO- 

3995 1-Np-Sf o- 

3996 2-Np-Sfo- 

3997 Boz 

3998 Bz-NHCO- 

3999 Bz-NHCS- 

4000 2-Ind-CO- 

4001 3-Ind-CO- 

4002 tBoc 

4003 2 -Pyrd- CO- 



Ca rCH. 



CarCH. 



CarCH. 



CarCH. 



CarCH. 



CarCH. 



CarCH. 



Bz 
Bz 



CarCH^ Bz 



Bz 
Bz 
Bz 



CarCH^ Bz 



Bz 
Bz 



CarCH^ Bz 



CarCH- Bz 



3, 3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 



1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
l f l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
1, l-diMe-2- 

HOEt-NH- 
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50 



55 r 



Cpd. R J 
No. 



10 



20 



25 



30 



40 



45 



4004 2-Pip-CO- CarCH, Bz 3,3-diF-Pro- 



15 4005 2-Thi-CO- 



4006 MeOCOCO- 



4 007 PhoAc- 



4008 MPhoAc- 



CarCH Bz 3,3- diF- Pro - 



CarCH Bz 3, 3 -diF- Pro - 



CarCH Bz 3, 3 -diF- Pro- 



CarCH Bz 3,3- diF- Pro - 



4009 3-Bzisox-CO- CarCH Bz 3,3-diF-Pro- 



4010 2-Bzim-CO- 



CarCH„ 



Bz 3,3-diF-Pro- 



4011 N-Me-Ind-CO- CarCH 2 Bz 3,3-diF-Pro- 
35 4012 2-Bzthiaz-CO- CarCH 2 Bz 3,3-diF-Pro- 
4013 2-Bzoxaz-CO- CarCH Bz 3,3-diF-Pro- 



4014 4-MeO-2-Ind- CarCH. 

CO- 

4015 5-HO-2-Ind- CarCH 2 

CO- 

4016 5-AcO-2-Ind- CarCH 2 

CO- 



Bz 3,3-diF-Pro- 



Bz 3, 3 -diF- Pro- 



Bz 3,3-diF-Pro- 



l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

1, l-diMe-2- 

HOEt-NH- 

1, l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

1, l-diMe-2- 

HOEt-NH- 



208 



EP0 587 311 A1 



Cpd. R 
No. 



Table 1 



4017 5-H 2 NAcO- CarCH^ 

2-Ind-CO- 

4018 5-Bzim-CO- CarCH. 



Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



4019 (l-NpO)Ac- CarCH 9 Bz 3,3-diF-Pro- 



4020 1-NpOCO- 



4021 2-NpOCO- 



CarCH, 



CarCH^ 



4022 (3-PhPho)Ac- CarCH. 



Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



Bz 3,3-diF-Pro- 



4023 (2-NpO)Ac- CarCH 2 Bz 3,3-diF-Pro- 



4024 Bzc 



CarCH. 



Bz 3 , 3-diF-Pro- 



4025 2-Quix-CO- CarCH- Bz 3,3-diF-Pro- 



4026 2-Quin-CO- 



CarCH„ 



Bz 3,3-diF-Pro- 



4027 3-Quin-CO- CarCHL Bz 3,3-diF-Pro- 



402 8 4-Quin-CO- CarCH„ 



4029 2-Pyr-CO- CarCH. 



Bz 3,3-diF-Pro- 



Bz 3, 3-diF-Pro- 



l,l-diMe-2- 

HOEt-NH- 

1, l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt -NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

l,l-diMe-2- 

HOEt-NH- 

1, l-diMe-2- 

HOEt-NH- 

1,1-diMe- 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 
2-HOPr-NH- 
1, 1-diMe- 
2-HOPr-NH- 
1, 1-diMe- 
2-HOPr-NH- 
1, 1-diMe- 
2-HOPr-NH- 
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Table l 



Cpd. R J 
No. 



4030 3-Pyr-CO- 

4031 4-Pyr-CO- 

4032 4-MeO-2-Quin- 
CO- 

4033 2-Np-CO- 

4034 1-Np-CO- 

4035 2-Bfur-CO- 

4036 3-Bfur-CO- 

4037 5-Bu-2-Pyr- 

CO- 

4038 4-HO-2-Quin- 

CO- 

4039 3-HO-2-Quix- 

CO- 

4040 1-Np-Sfo- 

4041 2-Np-Sfo- 

4042 Boz 

4043 Bz-NHCO- 



CarCH 2 Bz 3,3-diF-Pro- 



CarCH 2 bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH sz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH 2 Bz 3, 3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH 2 Bz 3 , 3-diF-Pro- 



CarCH Bz 3 , 3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



1,1-diMe- 

2-HOPr-NH 

1,1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 

1,1- diMe - 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 
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Sable 3. 



Cpd. R a 
No. 



10 



15 



20 



25 



30 



35 



40 



45 



50 



4044 Bz-NHCS- 



4045 2-Ind-CO- 



4046 3-Ind-CO- 



4047 £Boc 



CarCH- Bz 3,3-diF-Pro- 



CarCH^ Bz 3,3-diF-Pro- 



CarCH- Bz 3, 3- diF- Pro- 



cardia Bz 3,3-diF-Pro- 



4048 2-Pyrd-CO- CarCH- Bz 3,3-diF-Pro- 



4049 2-Pip-CO- 

4050 2-Thi-CO- 

4051 MeOCOCO- 

4052 PhoAc- 

4053 MPhoAc- 



CarCH- Bz 3,3-diF-Pro- 



CarCH- Bz 3,3-diF-Pro- 



CarCH^ Bz 3,3-diF-Pro- 



CarCH Bz 3,3-diF-Pro- 



CarCH 0 Bz 3,3-diF-Pro- 



4054 3-Bzisox-CO- CarCH- Bz 3,3-diF-Pro- 



4055 2-Bzim-CO- 



CarCH. 



Bz 3,3-diF-Pro- 



4056 N-Me-Ind-CO- CarCH Bz 3,3-diF-Pro- 



4057 2-Bzthiaz-CO- CarCH- Bz 3,3-diF-Pro- 



1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1,1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, 1-diMe- 

2-HOPr-NH- 

1, l-diMe- 
2-HOPr-NH- 



55 
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Table 1 

5 

Cpd. R 1 ~^ r4 — 

No. R 

10 



4058 2-Bzoxaz-CO- CarCH- Bz 3,3-diF-Pro- 



15 



20 



25 



30 



35 



40 



45 



50 



55 



4059 5-MeO-2-Ind 
CO- 

4060 5-HO-2-Ind- 
CO- 

4061 5-AcO-2-Ind 
CO- 

4062 5-H 2 NAcO- 
2-Ind-CO- 

4063 5-Bzim-CO- 



CarCH. 



CarCH- Bz 



- CarCH- Bz 



CarCH- Bz 



CarCH_ Bz 



4064 2-NpO)Ac- CarCH^ Bz 



4065 (l-NpO)Ac- 

4066 1-NpOCO- 

4067 2-NpOCO- 



CarCH,. Bz 



CarCH„ 



CarCH^ 



4068 (3-PhPho)Ac- CarCH 2 

4069 Bzc CarCH 2 

4070 2-Quix-CO- CarCH 2 

4071 Bzc CarCH 2 

4072 2-Quix-CO- CarCH 2 

4073 Bzc CarCH 2 

4074 2-Quix-CO- CarCH^ 



Bz 
Bz 
Bz 



3,3-diF-Pro- 
3,3-diF-Pro- 
3, 3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 
3 , 3 ~diF- Pro- 
3,3-diF-Pro- 
3,3-diF-Pro- 



4-Br-Bz 3,3-diF-Pro- 
4-Br-Bz 3,3-diF-Pro- 
4-MeOBz 3,3-diF-Pro- 
4-MeOBz 3,3-diF-Pro- 
4-Me-Bz 3,3-diF-Pro- 
4-Me-Bz 3, 3-diF-Pro- 



1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
1,1-diMe- 

2-HOPr-NH- 
1, 1-diMe- 

2-HOPr-NH- 
tBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 
£BuNH- 
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-Table 1 



Cpd. R 1 R 3 R 4 ^ z R 5 



No. 

10 



15 



20 



40 



4075 


Bzc 




CarCH 0 


4076 


2 -Quix- 


CO- 


CarCH 0 
2 


4077 


Bzc 




MeS0CH o 
2 


4078 


Bzc 




MeS0 o CH~ 
2 2 


4079 


Bzc 




MeOCH- 
2 


4080 


Bzc 




MecCH 2 CH 2 


4081 


Bzc 




MecCH 0 
2 


4082 


2-Quix- 


CO- 


MeSOCH- 
2 


4083 


2-Quix- 


CO- 


MeS0 o CH o 
2 2 


4084 


2-Quix- 


CO- 


MeOCH- 
2 


4085 


2-Quix- 


CO- 


MecCH 2 CH 2 


4086 


2-Quix- 


CO- 


MecCH 2 


4087 


2-Quin- 


CO- 


MeSOCH 2 


4088 


2-Quin- 


CO- 


MeS0 2 CH 2 


4089 


2 -Quin- 


CO- 


MeOCH 2 - 


4090 


2-Quin- 


C0- 


MecCH 2 CH 2 


4091 


2 - Quin- 


C0- 


MecCH 2 


4092 


s'- Quin- 


C0- 


MeSOCH 2 


4093 


3-Quin- 


CO- 


MeS0 2 CH 2 


4094 


3-Quin- 


CO- 


MeOCH 2 - 


4095 


3-Quin- 


CO- 


MecCH 2 CH 2 


4096 


3-Quin-CO- 


MecCH 2 - 


4097 


2-Bfur- 


CO- 


MeS0CH 2 - 


4098 


2-Bfur- 


CO- 


MeS0 2 CH 2 


4099 


2-Bfur- 


C0- 


MeOCH 2 


4100 


2-Bfur- 


CO- 


MecCH 2 CH 2 


4101 


2-Bfur- 


CO- 


MecCH 2 


4102 


3-Bfur- 


co- 


MeSOCH 2 



CHxCH 2 


3 3 


-diP- 


K J. \J - 


f- Qi iTVTTJ 

i.oUNrl - 


CHxCH 2 


3 3 


- diF- 


PT*n - 

*r A. \J - 


VDlILN fl ~ 


Bz 


3 . 3 


-diF- 


Pro - 




Bz 


3 3 


-diF- 


Pzro - 




Bz 


3 , 3 


-diF- 


Pro- 


tBuNH- 


Bz 


3 . 3 


-diF- 


Pro- 


t BuNH - 


Bz 


3 # 3 


-diF- 


Pro- 




Bz 


3 , 3 


-diF- 


Pro - 


£BuNH- 


Bz 


3 , 3 


-diF- 


Pro - 


£BuNH- 


Bz 


3 , 3 


- diF- 


Pro - 


tBuNH- 


Bz 


3 ^ 


-diF- 


Drn - 
tr J. - 


t- fin NTT - 


BZ 


3,3 


-diF- 


Pro- 


tBuNH- 


Bz 


3,3 


-diF- 


Pro - 


tBuNH- 


Bz 


3,3 


-diP- 


Pro- 


£.BuNH- 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 


Bz 


3,3 


-diP- 


Pro- 


tBuNH- 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


Bz 


3,3 


-diP- 


Pro- 


£BuNH- 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


Bz 


3,3 


-diF- 


Pro- 


tBuNH- 


Bz 


3,3 


-diF- 


Pro- 


£BuNH- 


BZ 


3,3 


-diP- 


Pro- 


tBuNH- 


Bz 


3,3 


-diP- 


Pro- 


tBuNH- 


Bz 


3,3 


-diP- 


Pro- 


£BuNH- 
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Table i, 



Cpd. 


1 


R 


R 4 


Z 


R 5 


No. 












4103 


3-Bfur-CO- 


MeS0 2 CH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


4104 


3-Bfur-CO- 


MeOCH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


4105 


3-Bfur-CO- 


MecCH 2 CH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


4106 


3-Bfur-CO- 


MecCH 0 


Bz 


3,3-diF-Pro- 




4107 


3 -Ind- CD- 


MeSOCH 2 


Bz 


3,3-diF-Pro- 


£BuNH- 


4108 


S' Ind- CD- 


MeS0 2 CH 2 


Bz 


3,3-diF-Pro- 


tBuNff- 


4109 


S' Ind-CO- 


MeOCH 2 


Bz 


3,3-diF-Pro- 


£BuNH- 


4110 


3 -Ind- CD- 


MecCHLCH- 


Bz 


3,3-diF-Pro- 


tBuNH- 


4111 


S' ind-CO- 


MecCH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


4112 


MPhOAc- 


MeS0CH 2 


Bz 


3,3 -diF-Pro- 




4113 


MPhOAc - 


MeS0 2 CH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


4114 


MPhOAc - 


MeOCEU 


Bz 


3 , 3 -diF-Pro- 




4115 


MPhOAc - 


MecCH 2 CH 2 


Bz 


3,3-diF-Pro- 


£BuNH- 


4116 


MPhOAc- 


MecCH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 


4117 


5-NH 2 -AcO- 


MeS0CH 2 


Bz 


3,3-diF-Pro- 


tBuNH- 




2-Ind-CO- 










4118 


5-NH 2 -AcO- 


MeS0 2 CH 2 


Bz 


3, 3-diF-Pro- 


£BuNH- 




2-Ind-CO- 










4119 


5-NH 2 -AcO- 


MeOCH 2 


Bz 


3,3-diF-Pro- 


£BuNH- 




2-Ind-CO- 










4120 


5-NH 2 -AcO- 


MecCH 2 CH 2 


BZ 


3,3-diF-Pro- 


£BuNH- 




2-Ind-CO- 










4121 


5-NH 2 -AcO- 


MecCH 2 


Bz 


3, 3-diF-Pro- 


tBuNH- 




2-Ind-CO- 








4122 


4-NH 2 - 


MeS0CH 2 


Bz 


3, 3-diF-Pro- 


tBuNH- 




PhoAc- 










4123 


4-NH 2 - 


MeS0 2 CH 2 


Bz 


3,3-diF-Pro- 


£BuNH- 



PhoAc- 
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Table 1 



Cpd. R 
No. 



10 



15 



20 



25 



30 



35 



40 



45 



50 



4124 4-NH 2 -PhoAc- 

4125 4-NH 2 -PhoAc- 

4126 4-NH 2 -PhoAc- 

4127 4- [Bzc-NH] -Pho 

AC- 

4128 4- [Bzc-NH] -Pho 

Ac- 

4129 4- [Bzc-NH] -Pho 

Ac- 

4130 4- [Bzc-NH] -Pho 

Ac- 

4131 4- [Bzc-NH] -Pho 

Ac- 

4132 4- [ (MorAc) NMe] 

PhoAc - 

4133 4- [ (MorAc) NMe] 

PhoAc - 

4134 4 - [ (MorAc) NMe] 

PhoAc - 

4135 4- [ (MorAc) NMe] 

PhoAc - 

4136 4- [ (MorAc) NMe] 

PhoAc - 

4137 4-MeO-Bzc 

4138 7-MeO-2-Bfur- 

CO- 

4139 6-N0 2 -2-Quix- 

CO- 



MeOCH 2 
MecCH 2 CH 2 
MecCH 2 
MeSOCH^ 



MeS0 2 CH 2 



- MeOCH. 



MecCH 2 CH 2 



MecCH 2 
MeSOCH 2 



MeS0 2 CH 2 



- MeOCH^ 



MecCH 2 CH 2 



MecCH„ 



CarCH. 
CarCH^ 



CarCH. 



Bz 3 , 3-diF- Pro- tBuNH- 

Bz 3, 3-diF- Pro- £BuNH- 

Bz 3, 3-diF- Pro- tBuNH- 

Bz 3, 3-diF- Pro- £BuNH- 

Bz 3, 3-diF- Pro- tBuNH- 

Bz 3 , 3 -diF-Pro- £BuNH- 

Bz 3, 3 -diF-Pro- £BuNH- 

Bz 3, 3 -diF-Pro- £BuNH- 

Bz 3, 3 -diF-Pro- tBuNH- 

Bz 3, 3 -diF-Pro- tBuNH- 

Bz 3, 3-diF- Pro- £BuNH- 

Bz 3, 3 -diF-Pro- tBuNH- 

Bz 3, 3 -diF-Pro- tBuNH- 

Bz 3, 3 -diF-Pro- tBuNH- 

Bz Pro £BuNH- 



Bz Pro 



tBuNH- 
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Table i 



°P d - r1 R 3 ~~ R 4 Z R 5 

No. 



4140 


6-NH 2 -2-Quix- 


CarCH 2 


Bz 


Pro 


£BuNH- 




C0- 










4141 


5-F-2-Ind-C0- 


CarCH 2 


Bz 


Pro 


£BuNH- 


4142 


l-Me-3 -Inda-CO- 


CarCH 2 


Bz 


Pro 


tBuNH- 


4143 


4- [Mor-CO-Pipr- 


CarCH 2 


Bz 


Pro 


£BuNH- 




Ac-NME] PhoAc - 










4144 


2-Quix-Me 


CarCH 2 


Bz 


Pro 


£BuNH- 


4145 


4- [Pro-NMe] Pho- 


CarCH 2 


Bz 


Pro 


- tBuNH 




Ac 










4146 


4- [tBoc- Pro- 


CarCH 2 


Bz 


Pro 


tBuNH- 




NMe] - PhoAc - 










4147 


4- [Bz-Pipr-Ac- 


CarCH 2 


Bz 


Pro 


tBuNH- 




NH ; - PnoAc 7 










4148 


4- [ (MorEt-NH) - 


CarCH 2 


Bz 


Pro 


tBuNH- 




Ac-NH] PhoAc - 










4149 


4 - P(MorAc-NH) ] - 


CarCH 2 


- Bz 


Pro 


tBuNH- 




PhoAc - 










4150 


4- [Bzc-NH] -cHxO- 


CarCH 2 


Bz 


Pro 


tBuNH- 




Ac- 










4151 


N-Bzc-4-PipO-Ac- 


CarCH 2 


Bz 


Pro 


tBuNH- 


4152 


4-PipO-Ac 


CarCH 2 


Bz 


Pro 


tBuNH- 


4153 


4-[Bz(Bz)N]- 


CarCH 2 


Bz 


Pro 


tBuNH- 




cHxO-Ac- 










4154 


N-Bz-4-PipO-Ac- 


CarCH 2 


Bz 


Pro 


£BuNH- 


4155 


4- [Glu(Me)N] 1 


CarCH 2 


Bz 


Pro 1 " 


tBuNH- 




PhoAc - 










4156 


4- [ (2-Bza-4-Bzc- 


CarCH 2 


Bz 


* 

Pro* 


tBuNH- J 



Byr) -NMe] -PhoAc- 



i. 
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C P d - R 1 R 3 R 4 Z R 5 

No. 



4157 4- [ (3-MorPr-NH- CarCH 2 
Ac) -NMe] PhoAc 

4158 4- [ (3-Me 2 N-Pr- CarCH 2 
NH-Ac) -NMe] - PhoAc - 

4159 4- [ (2-HOEt-NH- CarCH 2 
Ac) -NMe] - PhoAc - 

4160 4- [2-MorEt-NMe] - CarCH 2 
PhoAc - 

4161 4- t (3-Me 2 N-Pr- CarCH 2 
NH) -CO -NMe] -PhoAc- 

4162 4- [ (Mor-CO) - CarCH 2 
NMe] -Pho-Ac- 

4163 4-[(4-N0 2 - CarCH 2 
Pho) -CO -NMe] -PhoAc- 

4164 4- [N-Bz-Pipr-Ac- CarCH 2 
NMe ] Pho Ac- 

4165 4- [Ph(Me)N-Ac- CarCH 2 
NMe] PhoAc - 

4166 4- [ <±Pn-NH-Ac) - CarCH 2 
NMe] PhoAc - 

4167 2- (Bzc-NH) - CarCH 2 
PhoAc - 

4168 3- (Bzc-NH)- CarCH 2 
PhoAc - 

4169 4- [ (Me 2 N-Ac) - CarCH 2 
NMe] - PhoAc - 



Bz Pro tBuNH- 



Bz Pro £BuNH- 



Bz Pro £BuNH- 



Bz Pro tBuNH- 



Bz Pro £BuNH- 



Bz Pro tBuNH- 



Bz Pro £BuNH- 



Bz Pro tBuNH- 



Bz Pro tBuNH- 



Bz Pro £JBuNH- 



Bz Pro tBuNH- 



Bz Pro tBuNH- 



Bz Pro tBuNH- 
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Table l 



Cpd. R J 
No. 



R 



4170 

4171 
4172 



4-(Bzc-NMe)- CarCH 2 
PhoAc- 

7-MeO-2-Bfur-CO- CarCH 2 
6 - N0 2 - 2 - Quix - CarCH- 
CO- 2 

4173 6-NH 2 -2-Quix- CarCH- 
CO- 2 

4174 5-F-2-Ind-CO- CarCH 2 

4175 l-Me-3-Inda-CO- CarCH 

4176 4- [ (Mor-CO-Pipr- CarCH 
Ac) -NMe] -PhoAc- 

4177 2-Quix-Me CarCH 

4178 4- [Pro -NMe] - ' CarCH 
PhoAc - 

4179 4- [ (JtBoc-Pro) - CarCH 2 
NMe] -PhoAc- 

4180 4- [ (Bz-Pipr- CarCH 
Ac) -NH] -PhoAc- 

4181 4- [ (MorEt-NH- CarCH 2 
Ac) -NH] PhoAc- 

4182 4- [ (MorAc) -NH] - CarCH 
PhoAc- 

4183 4-[Bzc-NH]- CarCH 
cHxO-Ac- 

4184 N-Bzc-4-PipO-Ac- CarCH 2 

4185 4-PipO-Ac- CarCH 

4186 4- [Bz(Bz)N] - CarCH 
cHxO-Ac- 



Bz 

Bz 
Bz 

Bz 

Bz 
Bz 
Bz 



Bz 

Bz 
Bz 
Bz 



Pro 



tBuNH- 



4 -CI -Pro £BuNH- 

4 -CI -Pro £BuNH- 

4 - CI - Pro tBuNH- 

4 -CI -Pro tBuNH- 

4 -CI -Pro tBuNH- 

4 -CI -Pro £BuNH- 



Bz 4 -CI -Pro tBuNH- 
Bz 4 -CI -Pro t.BuNH- 



Bz 4 -CI -Pro tBuNH- 



Bz 4 -CI -Pro tBuNH- 



Bz 4 -CI -Pro tBuNH- 



Bz 4 -CI -Pro £BuNH- 



4 -CI -Pro tBuNH- 

4 -CI -Pro tBuNH- 

4 -CI -Pro tBiiNH- 

4 -CI -Pro tBuNH- 
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Cpd. R J 
No. 



4187 fi-Bz-4-PipO-Ac- 

4188 4- [Glu(Me)N] - 
PhoAc - 

4189 4- [ (2-Bza-4-Bzc- 
By r ) - NMe ] - PhoAc - 

4190 4- [ (3-MorPr-NH- 
Ac) -NMe] - PhoAc - 

4191 4- [ (3-Me 2 N-Pr- 
NH- Ac) -NMe] -PhoAc 

4192 4- [ (2 -HOEt-NH- 
Ac) -NMe] PhoAc 

4193 4- [ (2-MorEt) - 
NMe] - PhoAc - 

4194 4- [ <3-Me 2 N-Pr- 



NH-CO) -NMe] - PhoAc - 

4195 4- [ (Mor-CO) - 
NMe] - PhoAc - 

4196 4- [ (4-N0 2 -Pho- 
CO) -NMe] - PhoAc - 

4197 4- [ (N-Bz-Pipr- 
Ac) -NMe] - PhoAc - 

4198 4- [ (Ph(Me)N-Ac- 
NMe] - PhoAc - 

4199 4- [ (iPn-NH-Ac) - 
NMe] - PhoAc - 

4200 2-Bzc-NH-PhoAc- 

4201 3-Bzc-NH-PhoAc- 



CarCH 2 Bz 4 -CI -Pro tBuNH- 

CarCH 2 Bz 4 -CI -Pro tBuNH- 

CarCH 2 Bz 4 -CI -Pro tBxiNH- 

CarCH 2 Bz 4 -CI -Pro £BuNH- 

CarCH 2 Bz 4 -CI -Pro tBuNH- 

CarCH 2 Bz 4 -CI -Pro tBuNH- 

CarCH 2 Bz 4 -CI -Pro tBuNH- 

CarCH 2 Bz 4 -CI -Pro tBuNH- 

CarCH 2 Bz 4 -CI -Pro tBuNH- 

CarCH 2 Bz 4 -CI -Pro tBuNH- 

CarCH 2 Bz 4 -CI -Pro £BuNH- 

CarCH 2 Bz 4 -CI -Pro £BuNH- 

CarCH 2 Bz 4 -CI - Pro £BuNH- 

CarCH 2 Bz 4 -CI -Pro tBuNH- 

CarCH 2 Bz 4 -CI -Pro tBuNH- 
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Table 1 

°P d - r1 R 3 Z R 5 

No. 



^ At \J £t 


A- rMo AT A^ 


CarCH 2 


Bz 


4 


-Cl 


-Pro 


tBuNH- 




NMe] -PhoAc- 














*x ^ VJ O 


l-DZC-NMej - 


CarCH 2 


Bz 


4 


-CI 


-Pro 


tBuNH- 




PhoAc - 












*« A U ** 


/-Meo-2-Bfur- CO - 


CarCH 2 


Bz 


4 


-HO 


-Pro 


£BuNH- 


4205 


6-N0 2 -2-Quix- 


CarCH 2 


Bz 


4 


-HO 


-Pro 


tBuNH- 
















4206 


6-NH 2 -2-Quix- 


CarCH 2 


Bz 


4 


-HO 


-Pro 


tBuNH- 




L-U - 












4207 


5-F-2-Ind-C0- 


CarCH 2 


Bz 


4 


-HO 


-Pro 


tBuNH- 




-L - rae - j - lnaa, - CO - 


CarCH 2 


Bz 


4 


-HO- 


-Pro 


tBuNH- 


4209 


4- [ (Mor-CO-Pipr- 


CarCH 2 


Bz 


4 


-HO- 


-Pro 


£BuNH- 




**w / iMrie J - ir HO AC - 














4210 


2 -Ouix-Mp- 


CarCH 2 


Bz 


4- 


-H0- 


•Pro 


tBuNH- 


4211 


4- [ (Pro -NMe] - 


CarCH 2 


Bz 


4- 


-HO- 


-Pro 


JtBuNH- 




PhoAc - 












4212 


4- [ (tBoc-Pro) - 


CarCH 2 


Bz 


4- 


•H0- 


•Pro 


tjBuNH- 




NMe] - PhoAc - 












42*13 


4- [ (Bz-Pipr-Ac) - 


CarCH 2 


Bz 


4- 


•H0- 


Pro 


? tBuNH- 




NH] - PhoAc - 










i 


4214 


4- [ (MorEt-NH- 


CarCH 2 


Bz 


4- 


HO- 


Pro 


tBuNH- 




Ac) -NH] -PhoAc - 














4215 


4- [ (Mor-Ac) -NH] - 


CarCH 2 


Bz 


4- 


H0- 


Pro 


tBuNH- 




PhoAc - 












4216 


4- [Bzc-NH] -cHxO- 


CarCH 2 


Bz 


4- 


HO- 


Pro 


tBuNH- 




Ac- 












4217 


N-Bzc-4-PipO-Ac- 


CarCH 2 


Bz 


4- 


H0- 


Pro 


£BuNH- 


4218 


4-PipO-Ac- 


CarCH 2 


Bz 


4- 


HO- 


Pro 


£BuNH- 



i J 



{ 



220 



EP0 587 311 A1 



Table 1 



Cpd. R J 
No. 



R J 



R 



R- 



10 



15 



20 



25 



30 



35 



40 



45 



50 



4219 4- [Bz(Bz)N] -cHx- CarCH 2 
O-Ac- 

422 0 N-Bz-4-PipO-Ac- CarCH 2 

4221 4- [Glu(Me)N] - CarCH- 
PhoAc - 

4222 4- [ (2-Bza-4-Bzc- CarCH 2 
Byr) -NMelPhoAc- 
4223 4- [ (3-MorPr-NH- CarCH 2 

Ac) -NMe] -PhoAc- 

4224 4- [ (3-Me 2 N-Pr- CarCH 2 
NH-Ac) -NMe] - PhoAc - 

4225 4- [ (2-HOEt-NH- CarCH 2 
Ac) -NMe] -PhoAc - 

4226 4- [ (2-MorEt) - CarCH 2 
NMe] - PhoAc - 

4227 4- [ (3-Me 2 N-Pr- CarCH 2 
NH-CO) -NMe] - PhoAc - 

4228 4- [ (Mor-CO-NMe] - CarCH 2 
PhoAc - 

4229 4- [ <4-N0 2 -Pho- CarCH 2 
CO) -NMe] -PhoAc - 

4230 4- [ (N-Bz-Pipr- CarCH 2 
Ac) -NMe] -PhoAc- 

4231 4- [ (Ph(Me)N-Ac) - CarCH 2 
NMe] - PhoAc - 

4232 4- [ (iPn-NH-Ac) - CarCH- 
NMe] - PhoAc - 



Bz 4 -HO- Pro tBuNH- 

Bz 4 -HO- Pro tBuNH- 

Bz 4 -HO- Pro £BuNH- 

Bz 4 -HO- Pro £BuNH- 

Bz 4 -HO- Pro tBuNH- 

Bz 4 -HO- Pro tBuNH- 

Bz 4 -HO -Pro £BuNH- 

Bz 4 -HO- Pro tBuNH- 

Bz 4 -HO -Pro tBuNH- 

Bz 4 -HO -Pro £BuNH- 

Bz 4 -HO- Pro tBuNH- 

Bz 4 -HO -Pro iBuNH- 

Bz 4 -HO- Pro £BuNH- 

Bz 4 -HO -Pro £BuNH- 
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Cpd. R J 
No. 



R 4 Z R 5 



4233 2-Bzc-NH-PhoAc- 

4234 3-Bzc-NH-PhoAc- 

4235 4- [ (Me 2 N-Ac) - 
NMe] -PhoAc- 

4236 4- [Bzc-NMe] - 
PhoAc - 

4237 7-MeO-2-Bfur-CO- 

4238 6-N0 2 -2-Quix- 
CO- 

4239 6-NH 2 -2-Quix- 
CO- 

4240 5-F-2-Ind-CO- 

4241 l-Me-3-Inda-CO- 

4242 4- [ (Mor-CO-Pipr- 
Ac) -NMe] - PhoAc - 

4243 2-Quix-Me 

4244 4- [Pro-NMe] - 
PhoAc - 

4245 4- [ (£Boc-Pro) - 
NMe] - PhoAc - 

4246 4- [Bz-Pipr-Ac- 
NH]- PhoAc - 

4247 4- [ (MorEt-NH- 
Ac) -NH] - PhoAc - 

4248 4- [Mor-Ac-NH] - 
PhoAc - 

4249 4- [Bzc-NH] -cHxO- 
Ac- 



CarCH 2 
CarCH 2 
CarCH^ 



CarCH 2 

CarCH 2 
CarCH 2 

CarCH 2 

CarCH 2 
CarCH 2 
CarCH 2 

CarCH 2 
CarCH 2 

CarCI^ 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 



Bz 
Bz 
Bz 



4 -HO- Pro tBuNH- 
4 -HO- Pro £BuNH- 
4 -HO- Pro tBuNH- 



Bz 4 -HO- Pro tBuNH- 

Bz 3 -CI -Pro £BuNH- 

Bz 3 -CI -Pro £BuNH- 

Bz 3-Cl-Pro tBuNH- 

Bz 3 -CI -Pro tBuNH- 

Bz 3 -CI -Pro tBuNH- 

Bz 3-Cl-Pro £BuNH- 

Bz 3-Cl-Pro tBuNH- 

Bz 3 -CI -Pro tBuNH- 

Bz 3 -CI -Pro tBuNH- 

Bz 3-Cl-Pro £BuNH- 

Bz 3 -CI -Pro tBuNH- 

Bz 3 -CI -Pro tBuNH- 

Bz 3 -CI -Pro tBuNH- 
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Cpd. R 1 r 3 R 4 z ^ R 5 

NO. 



4250 N-Bzc-4-PipO-Ac- 

4251 4-PipO-Ac- 

4252 4- [Bz(Bz)N] -cHx- 
O-Ac- 

4253 N-Bz-4-PipO-Ac- 

4254 4- [Glu(Me)N] - 
PhoAc - 

4255 4- [ (2-Bzc-4-Bzc- 
Byr) -NMe] - PhoAc - 

4256 4* [ (3-MorPr-NH) - 
Ac -NMe] - PhoAc - 

4257 4- [ (3-Me 2 N-Pr- 
NH-Ac) -NMe] - PhoAc - 

4258 4- [ (2 -HOEt-NH- 
Ac) -NMe] - PhoAc - 

4259 4- [ (2-MorEt) - 
NMe] - PhoAc - 

4260 4- [ (3-Me 2 N-Pr- 
NH-CO) -NMe] - PhoAc - 

4261 4- [ (Mor-CO) - 
NMe] - PhoAc - 

4262 4- [ (4-N0 2 -Pro- 
CO) -NMe] -PhoAc- 

4263 4- [ (N-Bz-Pipr- 
Ac) -NMe] -PhoAc- 

4264 4- [ (Ph(Me)N-Ac) - 
NMe] - PhoAc - 



CarCH 2 Bz 3 - CI - Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro £JBuNH- 

CarCH 2 Bz 3 -CI -Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro £.BuNH- 

CarCH 2 Bz 3 - CI - Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro tBuNH- 

CarCH 2 Bz 3 -CI -Pro tBuNH- 

CarCH Bz 3 -CI -Pro £BuNH- 
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4265 4- [ (iPn-NH-Ac) - 
NMe] - PhoAc - 

4266 2- [Bzc-NH] -PhoAc- 

4267 3- [Bzc-NH] -PhoAc- 

4268 4- [(Me 2 N-Ac) - 
NMe] - PhoAc - 

4269 4- [ (Bzc-NMe] - 
PhoAc - 

4270 7-Me0-2-Bfur-C0- 

4271 6-N0 2 -2-Quix-CO- 

4272 6-NH 2 -2-Quix-CO- 

4273 5-F-2-Ind-C0- 

4274 l-Me-3-Inda-C0- 

4275 4-'[ (Mor-CO-Pipr- 
Ac) -NMe] - PhoAc - 

4276 2 -Quix-Me- 

4277 4- [Pro -NMe] PhoAc - 

4278 4- [ (£Boc-Pro) - 
NMe] - PhoAc - 

4279 4- [(Bz-Pipr-Ac) - 
NH] -PhoAc- 

4280 4- [ (MorEt-NH-Ac) - 
NH] - PhoAc - 

4281 4- [ (Mor-Ac-NH] Pho- 
Ac- 

4282 4-Bzc-NH-cHxO-Ac- 

4283 N-Bzc-4-PipO-Ac- 

4284 4-PipO-Ac- 



CarCH. 



CarCH, 
CarCH. 
CarCH. 



CarCH. 



Bz 

Bz 
Bz 
Bz 

Bz 



3 -CI -Pro 

3-Cl-Pro 
3-Cl-Pro 
3-Cl-Pro 

3 -CI -Pro 



tBuNH 

tBuNH 
tBuNH 
tBuNH 

tBuNH 



CarCH 2 


Bz 


3 


-HO 


-Pro 


tBuNH- 


CarCH 2 


Bz 


3 


-HO 


-Pro 


£BuNH- 


CarCH 2 


Bz 


3 


-HO 


-Pro 


tBuNH- 


CarCH 2 


Bz 


3 


-HO 


-Pro 


tBuNH- 


CarCH 2 


Bz 


3 


-HO- 


-Pro 


tBuNH- 


CarCH 2 


Bz 


3 


-HO- 


- Pro 


tBuNH- 


CarCH 2 


Bz 


3 


-HO- 


•Pro 


£BuNH- 


CarCH 2 < 


Bz 


3 


-HO* 


•Pro 


£BuNH- 


CarCH 2 


Bz 


3« 


-HO- 


•Pro 


tBuNH- 


CarCH 2 


Bz 


3- 


-HO- 


Pro 


£BuNH- 


CarCH 2 


Bz 


3- 


•H0- 


Pro 


tBuNH- 


CarCH 2 


Bz 


3- 


•HO- 


Pro 


tBuNH- 


CarCH 2 


Bz 


3- 


H0- 


Pro 


JtBuNH- 


CarCH 2 


Bz 


3- 


H0- 


Pro 


tBuNH- 


CarCH 2 


Bz 


3- 


HO- 


Pro 


tBuNH- 
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Table X 



Cpd. R J 
No. 



10 



15 



20 



25 



30 



35 



40 



45 



50 



4285 4- [Bz (Bz)N] -cHxO- CarCH, 
Ac- 

4286 N-Bz-4-PipO-Ac- CarCH. 

4287 4- [Glu(Me)N] - CarOL 
PhoAc - 

4288 4- [ (2-Bzc-4-Bzc- CarCH. 
Byr) -NMe] - PhoAc - 

4289 4- [ (3-MorPr-NH- CarCH. 
Ac) -NMe] - PhoAc - 

4290 4- [ (3-Me 2 N-Pr- CarCH^ 
NH- Ac) -NMe] - PhoAc - 

4291 4- [ (2-HOEt-NH-Ac) - CarCH^ 
NMe] - PhoAc - 

4292 4- [ (2-MorEt) -NMe] - CarCH 2 
PhoAc - 

4293 4- [ (3-Me 2 N-Pr- CarCH 2 
NH-CO) -NMe] - PhoAc - 

4294 4- [ (Mor-CO) -NMe] - CarCH 2 
PhoAc - 

4295 4- [ (4-N0 2 -Pro- CarCH 2 
CO) -NMe] -PhoAc - 

4296 4- [ (H-Bz-Pipr-Ac- CarCH 2 
NMe] - PhoAc - 

4297 4- [ (Ph(Me)N-Ac) - CarCH 2 
NMe] - PhoAc - 

4298 4- [ (iPn-NH-Ac) - CarCH 2 
NMe ]- PhoAc - 

4299 2- [Bzc-NH] -PhoAc- CarCH 0 



2 



Bz 3 -HO -Pro tBuNH- 

Bz 3 -HO -Pro tBuNH- 

Bz 3 -HO -Pro £BuNH- 

Bz 3 -HO -Pro tBuNH- 

Bz 3 -HO- Pro tBuNH- 

Bz 3 -HO- Pro tBuNH- 

Bz 3 -HO- Pro tBuNH- 

Bz 3 -HO- Pro tBuNH- 

Bz 3 -HO -Pro tBuNH- 

Bz 3 -HO- Pro £BuNH- 

Bz 3 -HO -Pro JtBuNH- 

Bz 3 -HO -Pro tBuNH- 

Bz 3 -HO- Pro tBuNH- 

Bz 3 -HO -Pro tBuNH- 

Bz 3 -HO- Pro £,BuNH- 
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Cpd. R d 
No. 



R 



CarCH 2 


Bz 


3-HO- 


Pro £BuNH- 


CarCH 2 


Bz 


3-HO- 


Pro tBuNH- 


■ CarCH 2 


Bz 


3-HO- 


Pro tBuNH- 


CarCH 2 


Bz 


Pro 


1, 1 -diMe- 2 -HOEt- NH- 


CarCH 2 


Bz 


Pro 


1# 1- diMe -2 -HOEt-NH- 


CarCH^ 
2 


Bz 


Pro 


j. / j. - aiwe - 2 - HOEt - NH - 


CarCH_ 
2 


Bz 


Pro 


J-/ x-aiwe-2 -HOEt-NH- 


CarCH 2 


Bz 


Pro 


1, 1- diMe -2 - HOEt-NH - 


CarCH 2 


Bz 


Pro 


l,l-diMe-2-HOEt-NH- 


CarCH 2 


Bz 


Pro 


1 » 1- diMe -2 - HOEt-NH - 


CarCH 2 


BZ 


Pro 


l,l-diMe-2-H0Et-NH- 


CarCH 2 


Bz 


Pro 


1 / 1 -diMe- 2 -HOEt-NH- 


CarCH 2 


Bz 


Pro 


1 , 1 -diMe- 2 - HOEt-NH - 


CarCH 2 


Bz 


Pro 


l,l-diMe-2-HOEt-NH- 


CarCH 2 * 


Bz 


Pro 


l,l-diMe-2-H0Et-NH- 


CarCH 2 


Bz 


Pro 


1, 1 - diMe - 2 - HOEt - NH - 


CarCH 2 


Bz 


Pro 


1, l-diMe^-HOEt-NH- 


CarCH 2 


Bz 


Pro 


l/l-diMe^-HOEt-NH- 


CarCH 2 


Bz 


Pro 


1/ 1 -diMe- 2 -HOEt -NH- 


CarCH 2 


Bz 


Pro 


1, 1 - diMe - 2 - HOEt - NH - 



43 00 3- [Bzc-NHJ -PhoAc 
43 01 4- [ (Me 2 N-Ac) - 
NMe] - PhoAc - 

4302 4- [Bzc- NMe] -PhoAc 

4303 7-MeO-2-Bfur-CO- 

4304 6-N0 2 -2-Quix-C0- 

4305 6-NH 2 -2-Quix-CO- 

4306 5-F-2-Ind-CO- 

4307 l-Me-3-Inda-CO- 

4308 4- [ (Mor-CO-Pipr- 
Ac) -NMe) PhoAc- 

4309 2-Quix-Me- 

4310 4- [Pro-NMe] PhoAc- 

4311 4- [ (JtBoc-Pro) - 
NMe] - PhoAc - 

4312 4- [(Bz-Pipr-Ac- 
NH] -PhoAc - 

4313 4 - [ (MorEt-NH-Ac) - 
.NH] - PhoAc - 

4314 4- [Mor-Ac-NH] - 
PhoAc - 

4315 4- [Bzc-NH] -cHxO- 
AC- 

4316 H-Bzc-4-PipO-Ac- 

4317 4-PipO-Ac- 

4318 4- [Bz(Bz)N] -£HxO- 
Ac- 

4319 N-Bz-4-PipO-Ac- 
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Cpd. R 1 R 3 r 4 z R 5 

NO. 



4320 


4- [(Glu(Me)N] - 






PhoAc - 


4321 


4- [ (2-BZC-4-BZC- 


CarCH^ 




Byr) -NMe] - PhoAc - 




4322 


4- [ (3-MorPr-NH- 


CarCH 2 




Ac) -NMe] -PhoAc- 




4323 


4- [ (3-Me 2 N-Pr- 


CarCH^ 


NH- Ac) -NMe] - PhoAc - 




4324 


4- [ (2-HOEt-NH-Ac) - 


CarCH 2 




NMe]- PhoAc - 


4325 


4- [ (2 -MorEt-NMe] - 


CarCH 2 




PhoAc - 




4326 


4- [ <3-Me 2 N-Pr- 


CarCH 2 




NH-CO) - NMe] - PhoAc - 




4327 


4- [ (Mor-CO) -NMe] - 
PhoAc - 


CarCH 2 


4328 


4- [(4-N0 2 -Pro- 


CarCH 2 




CO) -NMe] - PhoAc - 




4329 


4- E (H-Bz-Pipr-Ac) - 


CarCH 2 




NMe] - PhoAc - 




4330 


4 - [Ph (Me) N-Ac) - - 


CarCH 2 




NMe) PhoAc - 




4331 


4- [(iPn-NH-Ac) - 


CarCH 2 




NMe] - PhoAc - 




4332 


2- [Bzc-NH] - PhoAc - 


CarCH 2 


4333 


3- [Bzc-NH] - PhoAc - 


CarCH 2 



Bz Pro 1,1- diMe - 2 - HOE t - NH - 

Bz Pro 1 r 1 - diMe - 2 - HOEt - NH - 

Bz Pro 1,1- diMe - 2 - HOEt - NH - 

Bz Pro 1, 1 - diMe - 2 - HOEt - NH - 

Bz Pro 1 , 1- diMe -2 -HOEt-NH- 

Bz Pro 1, 1- diMe- 2 -HOEt -NH- 

Bz Pro 1, l-diMe-2 -HOBt-NH- 

Bz Pro 1, 1 -diMe- 2 -HOEt -NH- 

Bz Pro l,l-diMe-2-H0Et-NH- 

Bz Pro 1, 1- diMe -2 -HOEt-NH- 

Bz Pro 1,1- diMe - 2 - HOEt - NH - 

Bz Pro 1,1- diMe - 2 - HOEt - NH - 

Bz Pro 1 , 1- diMe- 2 -HOEt-NH- 

Bz Pro 1, 1 -diMe- 2 -HOEt -NH- 
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Table 1 



10 


No . 


D l 
R 


3 

R 


A 

R 




Z 




R 5 




4334 


4- [ (Me 2 N-Ac) - 


CarCH 2 


Bz 


Pro 






1, 1-diMe- 


15 




NMe] -PhoAc- 












2-HOEt-NH- 




4335 


4- [Bzc-NMejPhoAc- 


CarCH 2 


Bz 


Pro 






1,1-diMe- 


















2-HOEt-NH- 




4336 


7-MeO - 2 - Bfur-CO - 


CarCH 2 


Bz 


3,4 


-Deh 


-Pro 


tBuNH- 


20 


4337 


6-N0 2 -2-Quix-CO- 


CarCH 2 


Bz 


3,4 


-Deh 


-Pro 


tBuNH- 




4338 


6-NH 2 -2-Quix-CO- 


CarCH 2 


Bz 


3,4 


-Deh 


-Pro 


tBuNH- 




4339 


5-F-2-Ind-C0- 


CarCH 2 


Bz 


3,4 


-Deh 


-Pro 


tBuNH- 




4340 


l-Me-3 -Inda-CO- 


CarCH 2 


Bz 


3,4 


-Deh- 


-Pro 


tBuNH- 


25 


4341 


4- [ (Mor-CO-Pipr- 


CarCH 2 


Bz 


3,4 


-Deh- 


-Pro 


£BuNH- 






Ac) -NMe] -PhoAc- 
















4342 


2-Quix-Me- 


CarCH 2 , 


Bz 


3,4- 


-Deh- 


•Pro 


tBuNH- ; 


30 


4343 


4- [Pro-NMe] PhoAc- 


CarCH 2 , 


Bz 


3,4- 


■Deh- 


Pro 


£BuNH- . 




4344 


4- [ (£Boc-Pro) - 


CarCH 2 


Bz 


3,4- 


-Deh- 


•Pro 


£BuNH- 






NMe] -PhoAc- 


















^ L 1x32 -Pipr-Ac) - 


CarCH 2 


Bz 


3,4- 


•Deh- 


Pro tBuNH- 


35 




NH] -PhoAc- 
















4346 


4- [ (MorKt -NH- Ac) - 


CarCH 2 


Bz 


3 ' 4 " 


Deh- 


Pro £BuNH- 






NH] -PhoAc- 
















4347 


4- [ (MorAc) -NH] - 


CarCH 2 


Bz 


3,4- 


Deh- 


Pro 


£BuNH- 


40 




PhoAc- 














4348 


4- [Bzc-NH] -£HxO-Ac 


CarCH 2 


Bz 


3,4- 


Deh- 


Pro 


tBuNH- 




4349 


N-Bzc-4-PipO-Ac- 


CarCH 2 


Bz 


3,4- 


Deh- 


Pro 


£BuNH- 


45 


4350 


4-PipO-Ac- 


CarCH 2 


Bz 


3,4- 


Deh- 


Pro 


tBuNH- 




4351 


4- [Bz(Bz)N] -CHXO- 


CarCH 2 


Bz 


3,4- 


Deh- 


Pro 


tBuNH- 






Ac- 














4352 


N-Bz-4-PipO-Ac- 


CarCH 2 


Bz 


3,4- 


Deh- 


Pro 


£BuNH- 



50 



55 



228 



EP0 587 311 A1 



Table 1 



Cpd. R J 
No. 



R 



10 



15 



20 



25 



30 



35 



40 



45 



50 



4353 4- [ (Glu(Me)N] - 

PhoAc - 

4354 4- [ (2 -Bzc- 4 - Bzc - 
Byr) -NMe] - PhoAc - 

4355 4- [ (3-MorPr-NH- 
Ac) -NMe] - PhoAc - 

4356 4- [ (3-Me 2 N-Pr- 
NH- Ac) -NMe] - PhoAc - 

4357 4- [ (2-HOEt-NH-Ac) - 
NMe] - PhoAc - 

4358 4- [ (2-MorEt) -NMe] - 
PhoAc - 

4359 4- [ (3-Me 2 N-Pr- 
NH-CO) -NMe] - PhoAc - 

4360 4- [ (Mor-CO) -NMe] - 
PhoAc - 

4361 4- [ (4-N0 2 -Pro- 
CO-NMe] - PhoAc - 

4362 4- [ (JJ-Bz-Pipr-Ac) 
NMe] - PhoAc - 

4363 4- [ (Ph(Me)N-Ac) - 
NMe] - PhoAc - 

4364 4- [ (iPn-NH-Ac) - 
NMe] - PhoAc - 

4365 2- [Bzc- NH] -PhoAc - 

4366 3- [Bzc- NH] -PhoAc - 

4367 4- [ (Me 2 N-Ac) - 
NMe] - PhoAc - 



CarCH- Bz 3,4-Deh-Pro £BuNH- 



CarCH- Bz 3,4-Deh-Pro tBuNH- 



CarCH 2 Bz 3,4-Deh-Pro tBuNH- 



CarCH- Bz 3,4-Deh-Pro £BuNH- 



CarCH„ 



CarCH 2 
CarCH 2 



CarCH^ 
CarCH. 
CarCH. 



Bz 3,4-Deh-Pro £BuNH- 



CarCH^ Bz 3,4-Deh-Pro £BuNH- 



CarCH^ Bz 3,4-Deh-Pro tBuNH- 



Bz 3,4-Deh-Pro tBuNH- 



Bz 3,4-Deh-Pro t.BuNH- 



- CarCH- Bz 3,4-Deh-Pro tBuNH- 



CarCH- Bz 3,4-Deh-Pro tBuNH- 



CarCH- Bz 3,4-Deh-Pro £BuNH- 



2 



Bz 3,4-Deh-Pro £BuNH- 
Bz 3,4-Deh-Pro £BuNH- 
Bz 3,4-Deh-Pro £BuNH- 
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Table l 



5 





Cod. 


R l 




K 


«4 
R 


Z 


R 


10 


No. 














4368 


PhoAc - 




CarCH^ 


Bz 


3, 4-Deh-Pro 


tBuNH- 


15 


4369 






CarCH^ 


Bz 


3 , 4-Deh-Pro 


£BuNH- 




4370 


Bzc 




CarCH 2 


Bz 


Pro 


1,1, -diMe- 
2-HOEt-NH- 


20 


43 71 






2-ThfO-CH 2 


Bz 


4-Cl-Pro 


JtBuNH- 




43 72 


Bzc 




MeS (0)CH 2 - 


Bz 


4-Cl-Pro 


tBuNH- 




43 73 






dxMeOP (O) - 


Bz 


4-Cl-Pro 


tBuNH- 










CarCH 2 










4 3 74 


1 - Me - 2 - 


■Ind-CO- 


Bz 


Pro 


tBuNH- 




4375 


1 - Me - 2 - 




CarCH 2 


Bz 


4-Cl-Pro 


HBuNH- 


30 


43 7fi 


1 - Mo - O 




CarCH- 

f 2 


Bz 


4 -HO- Pro 


tBuNH- 


* 4377 


l-Me-2- 


•Ind-CO- 


CarCH 2 


Bz 


3-Cl-Pro 


tBuNH- 




4378 


1 - Me - 2 - 






Bz 


3 -HO- Pro 


£BuNH- 




43 79 


x trie - a - 


ina-LU- 


CarCH_ 


Bz 


Pro 


1,1-diMe- 


35 














2 -HOEt-NH- 




4380 


l-Me-2- 


Xnd-CO- 


CarCH 2 


BZ 


3 , 4-Deh-Pro 


tBuNH- 




4381 


Bzc 




MeS0 2 - 


Bz 


4-Cl-Pro 


£BuNH- 


40 








CH 2 CH 2 








4382 


2-Quix- 


C0- 


MeS0 2 - 


Bz 


4-Cl-Pro 


tBuNH- 










CH 2 CH 2 
MeS0 2 - 










4383 


2 -Quin- 


CO- 


Bz 


4-Cl-Pro 


tBuNH- 


45 








CH 2 CH 2 










4384 


s'- Quin - 


CO- 


MeS0 2 - 
CH 2 CH 2 


Bz 


4 -CI -Pro 


tBuNH- 




4385 


4 -Quin - 


CO- 


MeS0 2 - 


Bz 


4 -CI -Pro 


tBuNH- 


50 








CH 2 CH 2 
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Table 1 



5 


Cpd . 
NO . 


R 1 


R 3 


p 4 




Z 




R 


10 




















A "l Q £ 

*± o o o 


4 - or HIT- LU - 


Xyr A O /-> /"ITT /■ITT 

MeSu 2 CH 2 CH 2 


Bz 


4 


-CI- 


Pro 


tBuNH- 




4387 


3 -Bfur- rn - 


iris su^ "2 2 


oZ 


4 


-CI - 


Pro 


tBuNH- 


■if* 

TO 


4388 


2-Ind-CO- 


• *v=ij 2 2 2 


ioZ 




/-IT 

- CX - 


Pro 


tJBuNH- 




A 1 O Q 
ft O O i7 


CX3QC 


m jf /"^ /~\ /ITT /"ITT 

MeSO^CH^ CH 2 


BZ 


4 


-CI- 


Pro 


tBuNH- 




4390 


PhoAc - 


MeS0 2 CH 2 CH 2 


BZ 


4 


-CI - 


Pro 


tBuNH- 


20 


*± j zf X 




MeSu 2 CH 2 CH 2 


Bz 


4 


-CI- 


Pro 


£BuNH- 


4392 




ixieou 2 LpXi 2 ^« 2 


Bz 


4 


- CI - 


Pro 


£BuNH- 




^ J J 


cr U vr TV <-t/^i 


MeS0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 






0 _ TnH - rn - 














25 




A - MU 

4-NH 2 - 


MeS0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 


























MeS0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 


30 




A _ Mo M_ 


1SJT A O /"ITT /*1TT 

wesOj 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 






rilOAC - 
















"* M> ^ / 




MqOA /"ITT /-ITT 

Meou 2 >-« 2 


Bz 


4 


-Cl - 


Pro 


£BuNH- 






FnOAC - 












35 


4398 


4- FBzc-NHl - 




oZ 


/i 


- CI - 


Pro 


tBuNH- 






PhoAc - 
















4399 


4- [Gly-NH] - 


MeS0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBxiNH- 


40 




PhoAc - 














4400 


4- [Gly-NMe] - 


MeS0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 






PhoAc - 
















4401 


4- [Sar-NMe] - 


MeS0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 


45 




PhoAc - 
















4402 


4- [ (MorAc) - 


MeS0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 






NMe] - PhoAc - 














50 


4403 


7-MeO-2- 


MeS0 2 CH 2 CH 2 


Bz 


4 


- Cl- 


Pro 


£BuNH- 






Bfur-CO- 
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Table l 



Cpd. R J 
No. 



MeS0 2 CH 2 



CH 2 



MeS0 2 CH 2 CH 2 



4404 6-N0 2 -2- 
Quix-CO- 

4405 6-NH 2 -2- 
Quix-CO- 

4406 5-F-2-Ind-QO- MeS0 2 CH 2 CH 2 

4407 l-Me-3-Inda- MeS0 2 CH 2 CH 2 
CO- ~ * 

4408 4-[(Mor-CO- MeS0 2 C» 2 CH 2 
Pipr-Ac) -NMe] - PhoAc - 

4409 4- [ (N-tBoc- MeS0 2 CH 2 CH 2 
Pro) -NMe] - PhoAc - 

4410 4-[(Bz-Pipr- MeS0 2 CH 2 CH 2 
Ac) -NH) - PhoAc - 

4411 4-[(MorEt- MeS0 2 CH 2 CH 2 
NH-Ac) -NH] -PhoAc- 

4412 4- [MoirAc-NH] - MeS0 2 CH 2 CH 2 
PhoAc - 

4413 4- [Bzc-NH] - MeS0 2 CH 2 CH 2 
cHxO-Ac- 

4414 N-Bzc-4-PipO- MeS0 0 CH 0 CH 0 

2 2 2 

Ac- 

4415 4- [ (2-MorEt) - MeS0 0 CH_CH n 

2 2 2 



NMe] - PhoAc - 
i- [ (3-Me 2 N- 
Pr-NH-CO) -NMe] -PhoAc" 
I- [(Mor-CO-, 
NMe] - PhoAc - 



4416 4- [ <3-Me 2 N- 'MeS0 2 CH 2 CH 2 



4417 4- [ (Mor-C0- T MeS0 2 CH 2 CH 2 



Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4-Cl-Pro £BUNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro £BuNH- 
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Table 1 



5 





Cpd. 


R 1 


R 3 


R 4 




Z 




R 5 


10 


No. 
















4418 


4- [ (4-N0 2 - 


MeS0 2 CH 2 CH 


BZ 


4 


-Cl- 


•Pro 


tBuNH- 






Pho-CO)NMe] -PhoAc 












15 


4419 




Moon r*xi /~*u 
raeoU 2 Uil 2 v^il 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 








- PlloAc • 














4420 


2 - NH^ - PnoAC - 


MeS0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 


20 


4421 




Meo U 2 C±i 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 




4422 




jyieou 2 uH 2 ch 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4423 


Bzc 


CH 2 = 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4424 


Bz c 


Mil /^/^s /-<tt 

NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 


25 


4425 


2-Quix-CO- 


NH„CO CH 
2 2 2 


Bz 


4 


-Cl- 


Pro 


JtBuNH- 




4426 


2-Quin-CO- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 








4427 


3-Quin-CO- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 


30 


4428 


4-Quin-CO- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4429 


2-Bfur-CO- 


NH 2 C0 2 CH 2 


Bz 


4 


-CI- 


Pro 


£BuNH- 




4430 


3-Bfur-CO- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4431 


2-Ind-CO- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 


35 


4432 


tBoc 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4433 


PhoAc - 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4434 


4-MPhOAc- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 


40 


4435 


3 -Bzisox-CO- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


LBuWH- 




4436 


5-H 2 N-AcO- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 






2-Ind-CO- 
















4437 


4-NH 2 -PhoAc- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 


45 


4438 


4-NH 2 -Bzc 


NH2C02CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 




4439 


4-Me 2 N-PhoAc 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4440 


4-MeNH-PhoAc- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 


50 


4441 


4- [Bzc-NH] - 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 



PhoAc - 
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Table l 



Cpd. R J 
No. 



R 



4442 4- [Gly-NH] - 
PhoAc- 

4443 4- [Gly-NMe] - 
PhoAc - 

4444 4- [Sar-NMe] - 
PhoAc - 

4445 4- [ (MorAc) - 
NMe] - PhoAc - 

4446 7-MeO-2-Bfur- 
CO- 

4447 6-N0 2 -2- 
Quix-CO- 

4448 6-NH 2 -2- 
Quix-CO- 

4449 5-F-2-Ind-CO- NH 2 C0 2 CH 2 

4450 l-Me-3-Inda-C0- NH 2 C0 2 CH 2 

NH 2 C0 2 CH 2 



NH 2 C0 2 CH 2 



NH 2 CQ 2 CH 2 



NH 2 C0 2 CH 2 



NH 2 C0 2 CH 2 



NH 2 CG 2 CH 2 



NH 2 C0 2 CH 2 



NH 2 CQ 2 CH 2 



4451 4- [ (Mor-CO- 



Pipr-Ac) -NMe] -PhoAc 



4452 4- [(H-JtPoc- 
Pro) -NMe] -PhoAc 

4453 4- [(Bz-Pipr- 
AC) -NH] - PhoAc - 

4454 4- [ (MorEt-NH- 
Ac) -NH] - PhoAc - 

4455 4- [MorAc -NH] - 
PhoAc - 

4456 4- [Bzc-NH] - 
£HxO-Ac- 



NH^CO^C 



2 CH 2 



NH 2 C0 2 CH 2 



NH 2 C0 2 CH 2 



NH 2 C0 2 CH 2 



NH 2 C0 2 CH 2 



Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 - CI - Pro tzBuNH- 

Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro £.BuNH- 
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5 





Cpd. 
No. 


i 

R 


R 3 


R 4 




Z 




R 5 


10 


4457 


N-Bzc-4-PipO- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 






Ac- 














15 


4458 


4- [ (2-MorEt) - 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 






NMe] - PhoAc - 
















4459 


4- [ (3-Me 2 N- 


NH 2 CQ 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 


20 




Pr-NH-CO) -NMe] 


- PhoAc - 












4460 


4- [ (Mor-CO) - 


NH2C02CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 






NMe] - PhoAc - 
















4461 


4- [ (4-N0 2 - 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 


25 




Pho-CO) -NMe] - PhoAc - 














4462 


4- [ (H-Bz-Pipr- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 






Ac) -NMe] - PhoAc 














30 


4463 


2-NH 2 -PhoAc- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 




4464 


3-NH 2 -PhoAc- 


NH 2 C0 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4465 


l-Me-2-Ind-C0- 


NH 2 C °2 GH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4466 


Bzc 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 


35 


4467 


2-Quix-CO- 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4468 


2-Quin-CO- 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4469 


3-Quin-CO- 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 


40 


4470 


4-Quin-CO- 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4471 


2-Bfur-CO- 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 




4472 


3-Bfur-CO- 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 




4473 


2-Ind-CO- 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


JtBuNH- 


45 


4474 


tBoc 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4475 


PhoAc - 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


tBuNH- 




4476 


4-MPhOAc- 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


-Cl- 


Pro 


£BuNH- 


50 


4477 


3-Bzisox-CO- 


NH 2 S0 2 CH 2 CH 2 


Bz 


4 


- Cl- 


Pro 


£BuNH- 
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Table l 



Cpd. R J 
No. 



Z 



4478 5-H 2 N-AcO-2- 

Ind-CO 

4479 4-NH 2 -PhoAc- 

4480 4-NH 2 -Bzc 

4481 4 -Me 2 N- Pho- 

Ac - 

4482 4-MeNH-PhoAc- 

4483 4- [BZC-NH] - 

PhoAc - 

4484 4- [Gly-NH] - 

PhoAc - 

4485 4- [Gly-NMe] - 

PhoAc - 

4486 4- [Sar-NMe] - 

PhoAc - 

4487 4- [ (MorAc) - 
NMe] - PhoAc - 

4488 7-MeO-2-Bfur- 

CO- 

4489 6-N0 2 -2- 
Quix-CO- 

4490 6-NH 2 -2- 

Quix-CO- 

4491 5-F-2-Ind-CO- 

4492 l-Me-3-Inda- 

CO- 

4493 4- [ (Mor-CO- 
Pipr-Ac) -NMe] 



NH 2 S0 2 CH 2 CH 2 

NH 2 S °2 CH 2 CH 2 
NH 2 S0 2 CH 2 CH 2 

NH 2 S °2 CH 2 CH 2 

NH 2 SQ 2 CH 2 CH 2 
NH 2 S0 2 CH 2 CH 2 

NH 2 S0 2 CH 2 CH 2 

NH 2 S0 2 CH 2 CH 2 

NH 2 S0 2 CH 2 CH 2 

NH 2 S0 2 CH 2 CH 2 
NH 2 S0 2 CH 2 CH 2 

NH 2 S0 2 CH 2 CH 2 

NH 2 S0 2 CH 2 CH 2 

NH 2 S °2 CH 2 CH 2 
NH 2 S0 2 CH 2 CH 2 

NH 2 S0 2 CH 2 CH 2 
PhoAc - 



Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 
Bz 4 -CI -Pro £BuNH- 
Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro £BuNH- 
Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 -CI -Pro £.BuNH- 

Bz 4 -CI -Pro £BuNH- 

Bz 4-Cl-Pro £BuNH- 

Bz 4 -CI -Pro tBuNH- 
Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro tBuNH- 
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5 

Table l 



10 



Cpd. R a 
No. 



15 



20 



25 



30 



35 



40 



45 



4494 

4495 

4496 

4497 

4498 

4499 

4500 

4501 

4502 

4503 

4504 

4505 
4506 
4507 
4508 



4- [ (H-£Boc- 
Pro-NMe] -PhoAc 
4- [ (Bz-Pipr- 

Ac) -NH] - PhoAc 
4- [ (MorEfc-NH- 
Ac) -NH] - PhoAc - 
4- [ (MorAc) - 
NH] - PhoAc - 
4-Bzc-NH-cHx- 

O-Ac- 
JJ-Bzc-4-PipO- 

Ac- 

4- [ (2-MorEt) - 
NMe] - PhoAc - 
4- [ (3-Me 2 N- 
Pr-NH-CO) -NMe] -PhoAc- 
4- [ (Mor-CO) - 
NMe] - PhoAc - 
4- [(4-N0 2 - 
Pho-CO) -NMe] - PhoAc - 

4- [ (N-Bz-Pipr- NH 2 S0 2 CH 2 CH 2 
Ac) -NMe] -PhoAc - 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 



NH 2 S °2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 



CH„ 



2- NH 2 -PhoAc- 

3- NH 2 -PhoAc- 



NH 2 S °2 CH 2 CH 2 
NH 2 S0 2 CH 2 CH 0 



l-Me-2-Ind-CO- NH 2 S0 2 CH 2 CH 2 
B2C NH 2 S0 2 CH 2 CH 2 



Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro tBuNH- 

Bz 4 - CI - Pro tBuNH- 

Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro fcBuNH- 

Bz 4-Cl-Pro £BuNH- 

Bz 4 -CI -Pro CBuNH- 

Bz 4 -CI -Pro £BuNH- 

Bz 4-Cl-Pro £.BuNH- 

Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro £BuNH- 

Bz 4 -CI -Pro £BuNH- 
Bz 4 -CI -Pro tBuNH- 
Bz 4 -CI -Pro tBuNH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 



50 



55 



237 



EP 0 587 311 A1 



Table l 



10 



Cpd. R 1 
No. 



R 



R" 



15 



20 



25 



30 



35 



40 



45 



50 



4509 2-Quix-CO- N H 2 S °2 CH 2 CH 2 

4510 2-Quin-CO- N H 2 S0 2 CH 2 CH 2 

4511 3-Quin-CO- NH 2 S0 2 CH 2 CH 2 

4512 4-Quin-CO- NH 2 S0 2 CH 2 CH 2 

4513 2-Bfur-CO- NH 2 S0 2 CH 2 CH 2 



4514 3-Bfur-CO- NH 2 S0 2 CH 2 CH 2 



4515 2-Ind-CO- NH 2 S0 2 CH 2 CH 2 

4516 tBbc 

4517 PhoAc- 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 
4518 4-MPhOAc- NH 2 S0 2 CH 2 CH 2 



4519 3-Bzisox- NH 2 S0 2 CH 2 CH 2 
C0- 



4520 5-H 2 N- 



AcO-2-Ind-CO- 



NH 2 S °2 CH 2 CH 2 



4521 4-NH 2 - 

PhoAc- 

4522 4-NH 2 - 

Bzc 



NH 2 S0 2 CH 2 CH 2 



NH 2 SQ 2 CH 2 CH 2 



Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2 -HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz .4 -CI -Pro 1,1-diMe- 

2-HOEfc-NH- 
Bz 4-Cl-Pro 1,1- diMe - 

2-HOEt-NH- 
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10 



CpcL R 1 R 3 r 4 z " r5 

NO. 



f5 



20 



25 



30 



35 



40 



4523 4-Me 2 N- NH 2 S0 2 CH 2 CH 2 

PhoAc - 

4524 4-MeNH-PhoAc- NH_SO_CH 0 CH n 

a « 2 2 



4525 4- [Bzc-NH] 

PhoAc - 

4526 4- [Gly-NH] Pho- NH 2 S0 2 CH 2 CH 2 
-Ac- 

4527 4- [Gly-NMe] 
PhoAc - 

4528 4-[Sar-NMe]- NH 2 S0 2 CH 2 CH 2 
PhoAc - 

4529 4- [ (MorAc- 
NMe] - PhoAc - 

4530 7-MeO-2-Bfur- NH 2 S0 2 CH 2 CH 2 

-co- 

4531 6-N0 2 -2- 
Quix-CO- 

4532 6-NH 2 -2- 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 



NH 2 S0 2 CH 2 CH 2 



Quix-CO- 

4533 5-F-2-Ind-CO- NH 2 S0 2 CH 2 CH 2 



4534 l-Me-3-Inda- NH 2 S0 2 CH 2 CH 2 
CO- 

45 4535 4- [ (Mor-CO- 

Pipr-Ac) -NMe] -PhoAc- 

4536 4-[<N-£Boc- NH 2 S0 2 CH 2 CH 2 
Pro -NMe) PhoAc 

50 



Bz 4 -CI -Pro 1, 1-diMe- 

2-HOEt-NH- 
Bz 4 -CI -Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2 -HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2 -HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2 -HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2 -HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2 -HOEt-NH- 
Bz 4 -CI -Pro 1,1-diMe- 

2 -HOEt-NH- 
Bz 4-Cl-Pro l,l-diMe-2- 

2 -HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4 -CI -Pro 1,1-diMe- 

2 -HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2 -HOEt-NH- 
Bz 4 -CI -Pro 1,1-diMe- 

2-HOEt-NH- 
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Table i 



°P d - r1 R 3 R 4 Z R 5 



No. 

10 



4537 4-[<Bz-Pipr- NH 2 S0 2 CH 2 CH 2 
Ac -NH] -PhoAc - 

4538 4- [ (MorEt-NH- NH 2 S0 2 CH 2 CH 2 
Ac-NH) PhoAc- 

4539 4- [MorAc-NH] - NH 2 S °2 CH 2 CH 2 
PhoAc - 

4540 4- [Bzc-NH] - NH 2 S °2 CH 2 CH 2 
cHxO-Ac- 

4541 N-Bzc-4-Pip- NH 2 S0 2 CH 2 CH 2 
-O-Ac- 

4542 4- [ (2-MorEt) - NH 2 S0 2 CH 2 CH 2 
NMe] -PhoAc- 

4543 4-[(3-Me 2 N- NH 2 S °2 CH 2 CH 2 
Pr-NH-CO) -NMe] - PhoAc - 

4544 4-[(Mor-C0- NH 2 S0 2 CH 2 CH 2 
NMe] - PhoAc - 

4545 4-[(4-N0 2 - NH 2 S °2 CH 2 CH 2 
Pho- CO) -NMe] -PhoAc - 

4546 4-[<N-Bz- NH 2 S °2 CH 2 CH 2 
Pipr-Ac) -NMe] - PhoAc - 

4547 2-NH 2 - NH 2 S0 2 CH 2 CH 2 

PhoAc - 

4548 3-NH 2 - 

PhoAc - 

45 4549 l-Me-2-Ind- mi 2 S °2 CK 2 CK 2 



15 



20 



25 



30 



35 



40 



NH 2 S0 2 CH 2 



CHL 



C0- 

4550 2-Quin-CO- 

4551 BZC 



50 



CarCH 2 
MeSCH 2 CH 2 



Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2 -HOEfc-NH- 
Bz 4 -CI -Pro 1,1-diMe- 

2 -HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1, 1-diMe- 

2 -HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOBt-NH- 
Bz 4-Cl-Pro 1, 1-diMe- 

f 2-HOEt-NH- 
Bz 4-Cl-Pro 1,1-diMe- 

2-HOEt-NH- 
Bz 2-Pip-CO t-BuO- 
Bz 4 -CI -Pro tBuNH- 
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Table 1 



CpcU R 1 R 3 R 4 z ~~ R 5 

No. 



4552 


2 


-Quix-CO- 


MeSCH-CH~ 
2 2 


Bz 


4- 


•Cl 


- Pro 


tBuNH- 


4553 


2 


-Quin-CO- 


MeSCH 0 CH- 
2 2 


Bz 


4- 


•CI 


- Pro 


tBuNH- 


4554 


3 


-Quin-CO- 


MeSCHLCEU 
2 2 


Bz 


4- 


CI 


- Pro 


£BuNH- 


4555 


4 


-Quin-CO- 


MeSCH-CKL, 
2 2 


Bz 


4- 


CI 


-Pro 


£BuNH- 


4556 


2 


-Bfur-CO- 


MeSCH^CH- 
2 2 


Bz 


4- 


CI 


- Pro 


JtBuNH- 


4557 


3 


-Bfur-CO- 


2 2 


Bz 


4- 


CI 


- Pro 


£BuNH- 


4558 


2 


-Ind-CO- 


MeSCH 2 CH 2 


Bz 


4- 


CI 


- Pro 


tBuNH- 


4559 


tBoc 


MeSCH^CH^ 


Bz 


4- 


CI 


*r x. <j 




4560 


PhoAc - 


2 2 


Bz 


4- 


CI 


- Pro 


tBuNH- 

Will * 1 


4561 


4 


-MPhOAc- 


2 2 


Bz 


4- 


CI 


- Pro 


t^BuNH- 


4562 


3 


-Bzisox-CO- 


MeSCH~CH- 
2 2 


Bz 


4- 


CI 


- Pro 


tBuNH- 


4563 


5 


-H 2 N-AcO- 


MeSCH n CH- 
2 2 


Bz 


4- 


CI 


-Pro 


£.BuNH- 






2-Ind-CO- 












4564 


4 


-NH 2 -PhoAc - 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


tBuNH- 


4565 


4 


-NH 2 -Bzc 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


£BuNH- 


4566 


4 


-Me 2 N-PhoAc- 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


£BuNH- 


4567 


4 


-MeNH- PhoAc - 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


tBuNH- 


4568 


4 


- [Bzc-NH] - PhoAc - 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


£BuNH- 


4569 


4 


- [Gly-NH] PhoAc- 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


tBuNH- 


4570 


4 


- [Gly-NMe] PhoAc - 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


£BuNH- 


4571 


4 


- [Sar-NMe] PhoAc - 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


tBuNH- 


4572 


4 


- [ (MorAc) -NMe] - 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


tBuNH- 




PhoAc - 














4573 


7 


-MeO-2-Bfur-CO- 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


tBuNH- 


4574 


6 


-N0 2 -2-Quix-C0- 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


tBuNH- 


4575 


6 


-NH 2 -2-Quix-CO- 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


£BuNH- 


4576 


5 


-F-2-Ind-CO- 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


£BuNH- 


4577 


1 


-Me-3-Inda-CO- 


MeSCH 2 CH 2 


Bz 


4- 


CI 


-Pro 


£BuNH- 
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Table l 



No. 



4578 


4- [ (Mor-CO-Pipr- 


MeSCH^CH^ 
2 2 


R 7 


A 
*r 




fro 


£BuNH- 




Ac) -NMe] PhoAc- 














4579 


4- [ (N-tBoc-Pro- 


MeSCH^CH 




A 


_ pi 


- Pro 


£BuNH- 




NMe] PhoAc - 














4580 


4- [ (Bz-Pipr-Ac) - 


MeSCH 2 CH 2 


Bz 


A 
*» 


V— -L 


- Pro 


tBuNH- 


NH] PhoAc - 












4581 


4- [ (MorEt-NH-Ac) - 


MeSCH 2 CH 2 


a At 


A 
*X 




- fro 


tBuNH- 




NH] PhoAc - 














4582 


4- [Mor- Ac-NH] - 


MeSCH 0 CH 0 


Bz 


4 


-CI 


-Pro 


tBuNH- 




PhoAc - 












4583 


4- [Bzc-NH] -cHx- 


MeSCH 2 CH 2 


Bz 


4 


-CI 


■Pro 


tBuNH- 




O-Ac- 










4584 


N-Bzc-4 -PipO-Ac- 


MeSCH 2 CH 2 


Bz 


4- 


-Cl- 


•Pro 


tBuNH- 


4585 


4- [ (2-MorEt) -NMe] - 


MeSCH 2 CH 2 


Bz 


4- 


-Cl- 


-Pro 


tBuNH- 




PhoAc - 












4586 


4- [ (3-Me 2 N-Pr- 


MeSCH 2 CH 2 


Bz 


4- 


»C1- 


•Pro 


£BuNH- 




NH-CO) -NMe] PhoAc- 














4587 


4- [ (Mor-CO-NMe] - 


MeSCH 2 CH 2 


Bz 


4- 


•Cl- 


Pro 


tBuNH- 




PhoAc - 












4588 


4- [ (4-N0 2 -Pho- 


MeSCH 2 CH 2 


Bz 


4- 


Cl- 


Pro 


tBuNH- 




CO) -NMe] PhoAc- 














4589 


4- [ (N-Bz-Pipr- 


MeSCH 2 CH 2 


Bz 


4- 


Cl- 


Pro 


£BuNH- 


Ac) -NMe] PhoAc- 














4590 


2-NH 2 -PhoAc- 


MeSCH 2 CH 2 


Bz 


4- 


Cl- 


Pro 


J:BuNH- 


4591 


3-NH 2 -PhoAc- 


MeSCH 2 CH 2 


Bz 


4- 


Cl- 


Pro 


£BuNH- 


4592 


l-Me-2-Ind-CO- 


MeSCH 2 CH 2 


Bz 


4- 


Cl- 


Pro 


£BuNH- 


4593 


Bzc 


MeSCH 2 CH 2 


Bz 


4- 


Cl- 


Pro 


1,1-diMe- 



2 -HOBt-NH- 
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Table 1 



55 



Cpd. R J 
No. 



R 4 Z 



10 



4594 2-Quix-CO- 

4595 2-Quin-CO- 

4596 3-Quin-CO- 

4597 4-Quin-CO- 

4598 2-Bfur-CO- 

4599 3-Bfur-CO- 

4600 2-Ind-CO- 

4601 tBoc 

4602 PhoAc- 

4603 4-MPhOAc- 

40 4604 3-Bzisox-CO- 



4605 5-H 2 N-AcO-2- 



15 



20 



25 



30 



35 



45 



50 



-Ind-CO- 
4606 4-NH 2 -PhoAc- 



4607 4-NH 2 -Bzc 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



Bz 4-C1 
Bz 4-C1 
Bz 4 -CI 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1 



-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1, 1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2 -HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2 -HOEfc-NH- 
-Pro 1,1-diMe- 

2 -HOEt-NH- 
•Pro 1,1-diMe- 

2-HOEt-NH- 
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Cpd. R J 

No. 



R 4 Z 



4608 4-Me 2 N-PhoAc- 



4609 4-MeNH-PhoAc- 

4610 4- [Bzc-NH] - 

PhoAc - 

4611 4- [Gly-NH] PhoAc- 

4612 4- [Gly-HMeJ - 
PhoAc - 

4613 4- [Sar-NMe] - 

PhoAc - 

4614 4- [Mor-Ac-NMe] - 
PhoAc - 

4615 7-MeO-2-Bfur-CO- 



4616 6-N0 2 -2- 

Quix-CO- 

4617 6-NH 2 -2- 

Quix-CO- 

4618 5-F-2- Ind-CO- 



4619 l-Me-3-Inda-CO- 

4620 4- [ (Mor-CO-Pipr- 

Ac-NMe) PhoAc - 

4621 4- [ (N-tBoc-Pro) - 
NMe] PhoAc - 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



MeSCH 2 CH 2 



Bz 4-C1 
Bz 4 -CI 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1 
Bz 4-C1- 
Bz 4-C1- 
Bz 4-C1- 
Bz 4-C1- 
Bz 4-C1- 
Bz 4-C1- 
Bz 4-C1- 
BZ 4-C1- 
Bz 4-C1- 



-Pro 1,1-diMe- 

2 -HOEt-NH- 
'Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro il,l-diMe- 

2 - HOEt -NH- 
•Pro 1,1-diMe- 

2 -HOEt -NH- 
•Pro 1, 1-diMe- 

2 -HOEt -NH- 
Pro 1, 1-diMe- 

2 -HOEt -NH- 
Pro 1,1-diMe- 

2-HOEt-NH- 
Pro 1,1-diMe- 

2 -HOEt -NH- 
Pro 1,1-diMe- 

2-HOEt-NH- 
Pro 1,1-diMe- 

2-HOEt-NH- 
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10 



Cpd. R J 
No. 



15 



20 



25 



30 



35 



40 



45 



50 



4622 4- [ (Bz-Pipr-Ac) - MeSCH 2 CH 2 
NH)PhoAc- 

4623 4 - [ (MorEt-NH- MeSCH 2 CH 2 
Ac) -NH] PhoAc- 

4624 4- [Mor-Ac-NH] - MeSCH 2 CH 2 

PhoA- 

4625 4- [Bzc-NH] - MeSCH 2 CH 2 

£HxO-Ac- 

4626 N-Bzc-4-PipO-Ac- MeSCH 2 CH 2 



4627 4- [ (2-MorEt) - MeSCH 2 CH 2 
NMe] - PhoAc - 

4628 4- [ (3-Me 2 N-Pr- MeSCH 2 CH 2 
NH-CO) -NMe] PhoAc- 

4629 4- [Mor-CO-NMe] - MeSCH 2 CH 2 



PhoAc - 
4630 4- [ (4-N0 2 - 



MeSCH 2 CH 2 



Pho - CO ) NMe ] PhoAc - 

4631 4- [ (H-Bz-Pipr- MeSCH 2 CH 2 
Ac) -NMe] PhoAc - 

4632 2-NH 2 -PhoAc- MeSCH 2 CH 2 



463 3 3-NH 2 -PhoAC- 



MeSCH 2 CH 2 



4634 l-Me-2-Ind-CO- MeSCH 2 CH 2 



4635 4- [ (N-£Boc- 



CarCH^ 



Bz 4-C1 
Bz 4 -CI 
Bz 4 -CI 
Bz 4 -CI 
Bz 4 -CI 
Bz 4 -CI 
Bz 4 -CI 
Bz 4-C1 
Bz 4 -CI 
Bz 4 -CI 
Bz 4-C1 
Bz 4 -CI 
Bz 4 -CI 
Bz Pro 



-Pro 1,1-diMe- 

2 - HOEt -NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
•Pro 1,1-diMe- 

2-HOEt-NH- 
■Pro 1,1-diMe- 

2-HOEt-NH- 
•Pro 1,1-diMe- 

2-HOEt-NH- 
•Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2 -HOEt-NH- 
•Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
•Pro 1,1-diMe- 

2 -HOEt-NH- 
-Pro 1,1-diMe- 

2-HOEt-NH- 
£BuNH- 



N-Me-Gly) - NMe] PhoAc - 
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Table 1 



Cpd. R 
No. 



R 3 R 4 Z 



R- 



4636 Bzc 

4637 4- [ (BrAc) -NMe] 

PhoAc- 

4638 4-MeO-Bzc 

4639 Bzc 



CarCH 2 
CarCH„ 



CarCH 2 
CNCH^ 



4640 
4641 
4642 
4643 
4644 
4645 
4646 
4647 
4648 
4649 
4650 
4651 
4652 
4653 
4654 

4655 



7-MeO- 
7-MeO- 
7-MeO- 
7-MeO- 
7-MeO- 
7-MeO- 
7-MeO- 
7-MeO- 
7-MeO- 
7-MeO- 
7-MeO- 
7-MeO 
7-MeO 
7-MeO- 
6-NH 2 - 

CO- 
6-NH 2 - 



2-Bfur-CO 
2-Bfur-CO 
2-Bfur-CO 
2-Bfur-CO 
2-Bfur-CO 
2-Bfur-CO 
2-Bfur-CO 
2-Bfur-CO 
2-Bfur-CO 
2-Bfur-CO- CarCHl 



- CarCH 2 
CarCH 2 

- CarCH 2 

- CarCH 2 

- CarCH 2 

- CarCH 2 

- CarCH 2 

- CarCH 2 

- CarCH^ 



CO- 
4656 6-NH. 
C0- 



2-Bfur-CO 
2-Bfur-CO 
2-BfurrCO 
2-Bfur-CO- 
2-Quix- 

2-Quix- 

-2-Quix- 



- CarCH. 

- CarCH^ 

- CarCH„ 
CarCH 2 
CarCH„ 



CarCH- 



CarCH,. 



Bz 4- [F-BuO]Pro 
Bz Pro tBuNH- 



£BuNH- 



Bz Pro tBuNH- 

Bz 2,5-Oxazo-3-Oxo-bicyclo 

[2. 2.1] heptane 
Bz 4 -Br -Pro tBuNH- 
Bz 3 -Br -Pro tBuNH- 
Bz 4-F-Pro tBuNH- 
Bz 3-F-Pro tBuNH- 
Bz 4,4-di-F-Pro tBuNH- 
Bz 4,4-diMeO-Pro tBuNH- 
Bz 4 -MeO- Imin-Pro tBuNH- 



Bz 4-CN-Pro 
Bz 4-Mec-Pro 
Bz 4-COOH-Pro 

n 

Bz 4-I-Pro 
Bz 3-I-Pro 
Bz 4-Oxo-Pro 
Bz 3-Oxo-Pro 
Bz 4 -Br- Pro 

Bz 3 -Br- Pro 

Bz 4-F-Pro 



tBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 
tBuNH- 
£BuNH- 
tBuNH- 

tBuNH- 

tBuNH- 
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10 



20 



30 



40 



50 



CpcU 
NO. 


R 




~3 


4 

R 


Z 


R 


A C C T 

46o / 


6-NH 2 - 


•2-Quix- 


CarCH 2 


Bz 


3-F-Pro 


tBuNH- 




C0- 












A C C Q 


6-NH 2 - 


2 -Quix- 


CarCH 2 


Bz 


4,4-di-F-Pro 


£BuNH- 




co- 










4659 


6-NH 2 - 


2 -Quix- 


CarCH 2 


Bz 


4,4-diMeO-Pro 


tBuNH- 




CO- 












4660 


6-NH 2 - 


2 -Quix- 


CarCH 2 


Bz 


4-MeO-Imin-Pro 


tBuNH- 




CO- 












4661 


6-NH 2 - 


2-Quix- 


CarCH 2 


Bz 


4-CN-Pro 


£BuNH- 




co- 












4662 


6-NH 2 - 


2-Quix- 


CarCH 2 


Bz 


4-Mec-Pro 


£BuNH- 




co- 












4663 


6-NH 2 - 


2 -Quix- 


CarCH 2 


Bz 


4-COOH-Pro 


tBuNH- 




co- 












4664 


6-NH 2 - 


2-Quix- 


CarCH 2 


Bz 


4-I-Pro 


tBuNH- 




co- 












4665 




0 -Oil T V- 


/— , — PTT 

uar^H 2 


Bz 


3 - 1- Pro 


tBuNH- 




CO- 












4666 


6-NH 2 - 


2-Quix- 


CarCH 2 


Bz 


4-Oxo-Pro 


tBuNH- 




co- 












4667 


6-NH 2 - 


2-Quix- 


CarCH 2 


Bz 


3 -Oxo-Pro 


tBuNH- 




co- 












4668 


l-Me-3 


-Inda-CO- 


CarCH 2 


Bz 


4 -Br- Pro 


tBuNH- 


4669 


l-Me-3 


-Inda-CO- 


CarCH 2 


Bz 


3 -Br- Pro 


tBuNH- 


4670 


l-Me-3 


-Inda-CO- 


CarCH 2 


Bz 


4-F-Pro 


tBuNH- 


4671 


l-Me-3 


-Inda-CO- 


CarCH 2 


Bz 


3-F-Pro 


tBuNH- 


4672 


l-Me-3 


-Inda-CO- 


CarCH 2 


Bz 


4,4-di-F-Pro 


tBuNH- 
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Table 1 

No. R 



4673 


1 


-Me- 


-3- 


-Inda 


-CO- 


CarCH 2 


Bz 4,4-diMeO-Pro 


£BuNH- 


4674 


1 


-Me- 


■3- 


-Inda- 


-CO- 


CarCH 2 


Bz 4-MeO-Imi-Pro 


tBuNH- 


4675 


1 


-Me- 


■3- 


•Inda- 


-CO- 


CarCH 2 


Bz 4-CN-Pro 


tBuNH- 


4676 


1 


-Me- 


•3- 


Inda- 


-CO- 


CarCH 2 


Bz 4-Mec-Pro 


tBuNH- 


4677 


1 


-Me- 


3- 


Inda- 


•CO- 


CarCH 2 


Bz 4-C00H-Pro 


tBuNH- 


4678 


1- 


-Me- 


3- 


Inda- 


CO- 


CarCH 2 


Bz 4-I-Pro 


£BuNH- 


4679 


1- 


-Me- 


3- 


Inda- 


CO- 


CarCH 2 


Bz 3-I-Pro 


tBuNH- 


4680 


1- 


-Me- 


3- 


Inda- 


CO- 


CarCH 2 


Bz 4-0xo-Pro 


£BuNH- 


4681 


1- 


-Me- 


3- 


Inda- 


co- 


CarCH 2 


Bz 3-0xo-Pro 


tBuNH- 


4682 


H 










CarCH 2 


Bz Pro 


£BuNH- 


4683 


H 










CarCH 2 


Bz 4-Cl-Pro 


tBuNH- 


4684 


TT 

H 










CarCH 2 


Bz 3-Cl-Pro 


tBuNH- 


4685 


H 










CarCH 2 


Bz 4 -HO- Pro 


£BuNH- 


4686 


H 










CarCH 2 


Bz 3 -HO- Pro 


tBuNH- 


4687 


H 










CarCH 2 


Bz 4-Br-Pro 


tBuNH- 


4688 


H 










CarCH 2 


Bz 3 -Br- Pro 


tBuNH- 


4689 


H 










CarCH 2 


Bz 4-F-Pro 


tBuNH- 


4690 


H 










CarCH 2 


Bz 3-F-Pro 


tBuNH- 


4691 


H 










CarCH 2 


Bz 4,4-di-F-Pro 


tBuNH- 


' 4692 


H 










CarCH 2 


Bz 4,4-diMeO-Pro 


tBuNH- 


4693 


H 










CarCH 2 


Bz 4-MeOImin-Pro 


tBuNH- 


4694 


H 










CarCH 2 


Bz 4-CN-Pro 


tBuNH- 


4695 


H 










CarCH 2 


Bz 4-Mec-Pro 


£BuNH- 


4696 


H 










CarCH 2 


Bz 4-C00H-Pro 


tBuNH- 


4697 


H 










CarCH 2 


Bz 3,4-Deh-Pro 


tBuNH- 


4698 

i 


H 










CarCH 2 


Bz 4- I- Pro 


tBuNH- 










t 


i 
t 


{ 





i 
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Table 1 



Cpd. 
No. 


1 

R 


R 3 


R 4 


Z 


R 5 


4699 


H 


CarCH 2 


Bz 


3-I-Pro 


tBuNH- 


4700 


H 


CarCH 2 


Bz 


3 -Oxo-Pro 


JtBuNH- 


4701 


H 


CarCH 2 


Bz 


4-0xo-Pro 


tBuNH- 


4702 


Bz 


CarCH 2 


Bz 


Pro 


tBuNH- 


4703 


5-F-2-Ind-CO- 


CarCH 2 


Bz 


4 -Oxo-Pro 


tBuNH- 


4704 


4- [(Mor-CO-Pipr- 


CarCH 2 


Bz 


4-Oxo-Pro 


tBuNH- 




Ac) -NMe) PhoAc- 










4705 


2-Quix-Me- 


CarCH 2 


Bz 


4-Oxo-Pro 


tBuNH- 


4706 


4- [Pro-NMe] - 


CarCH 2 


Bz 


4-0xo-Pro 


£BuNH- 




PhoAc- 










4707 


4- [ (tBoc-Pro) - 


CarCH 2 


Bz 


4-Oxo-Pro 


tBuNH- 




NMe] - PhoAc 










4708 


4- [ (Bz-Pipr- 


CarCH 2 


Bz 


4-Oxo-Pro 


£BuNH- 




Ac ) - NH] PhoAc - 










4709 


4- [ (MorEt-NH- 


CarCH 2 


Bz 


4 -Oxo-Pro 


£BuNH- 




Ac) -NH] PhoAc - 










4710 


4- [(Mor-Ac-NH] - 


CarCH- 
2 


Bz 


4 -Oxo- Pro 


tBuNH- 




PhoAc - 










4711 


4- [Bzc-NH] - 


CarCH 2 


Bz 


4 -Oxo-Pro 


tBuNH- 




cHxO-Ac- 








4712 


N-Bzc-4-PipO-Ac- 


CarCH 2 


Bz 


4 -Oxo-Pro 


tBuNH- 


4713 


4-PipO-Ac- 


CarCH 2 


Bz 


4-Oxo-Pro 


tBuNH- 


4714 


4-N,N-Bz 2 - 


CarCH 2 


Bz 


4 -Oxo-Pro 


tBuNH- 




cHx-O-Ac- 










4715 


N-Bz-4 -PipO-Ac- 


CarCH 2 


Bz 


4-Oxo-Pro 


£BuNH- 


4716 


4- [Glu(Me)N] Pho- 


CarCH 2 


Bz 


4 -Oxo-Pro 


tBuNH- 




Ac- 











55 
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Table l 



Cpd. R J 
No. 



10 



15 



20 



25 



30 



35 



40 



45 



50 



CarCHL 



CarCH. 



CarCH. 



CarCH. 



CarCH. 



4717 4- [ (2-Bza-4-Bzc- 
Byr) -NMe] PhoAc- 

4718 4- [ (3-MorPr-NH- 

Ac) -NMe] PhoAc- 

4719 4- [(3-Me 2 N-Pr- 
NH- Ac) -NMe] PhoAc - 

4720 4- [ (2 -HOEt-NH- 
Ac) -NMe] PhoAc - 

4721 4- [ (2-MorEt) - 
NMe] PhoAc - 

4722 4- [(3-Me 2 N- 
Pr-NH-CO) -NMe] PhoAc 

4723 4- [ (Mor-CO-NMe] CarCH 

Pho-Ac- 

4724 4- [ (4-N0 2 -Pho- CarCH. 

CO-NMe) PhoAc- 

4725 4- [<N-Bz-Pipr- CarCH. 
Ac) -NMe] PhoAc - 

4726 4- [ (N-Ph-N-Me- 

Ac ) - NMe] PhoAc - 

4727 4- [ (iPn-NH-Ac) - 

NMe ] PhoAc - 

4728 l-Me-2-Ind-CO- CarCH 2 

4729 2- [Bzc-NH] PhoAc- CarCH 2 

4730 3- [Bzc-NH] PhoAc- CarCH n 



CarCH^ Bz 4-0xo-Pro 



Bz 4-Oxo-Pro 
Bz 4-0xo-Pro 
Bz 4-Oxo-Pro 
Bz 4-Oxo-Pro 
Bz 4-Oxo-Pro 
Bz 4-Oxo-Pro 
Bz 4-Oxo-Pro 
Bz 4-Oxo-Pro 
CarCH 2 Bz 4-Oxo-Pro 
CarCH- Bz 4-Oxo-Pro 



2 



4731 4- [ (Me 2 N-Ac) 

NMe] PhoAc - 

4732 4- [ (Bzc-NMe] 

PhoAc - 



CarCH. 



Bz 4-Oxo-Pro < 
Bz 4-Oxo-Pro 
Bz 4-Oxo-Pro 
Bz 4-Oxo-Pro 



CarCH 9 Bz 4-Oxo-Pro 



tBuNH- 

tBuNH- 

tBuNH- 

tBuNH- 

tBuNH- 

tBuNH- 

tBuNH- 

£BuNH- 

£BuNH- 

£BuNH- 

£BuNH- 

£BuNH- 
tBuNH- 
tBuNH- 
tBuNH- 

£BuNH- 



55 
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-Jt*a»t?l 2 



Cpd. R 1 R 3 z R 5 

NO. 



2- 


1 


Bzc 


CarCH- 
2 


Bz 


Pro 


tBuNH- 


2- 


2 


2-Quix-CO- 


CarCH 2 


Bz 


XT J_ 


f- DtiMTJ _ 

LDUlNn - 


2- 


3 


2 -Quin-CO- 


CarCH- 
2 


Bz 


Pro 


tBuNH- 

KrO XX 


2- 


4 


3-Quin-CO- 


CarCH- 


Bz 


Pro 


tBuNH- 


2- 


5 


4-Quin-CO- 


CarCH^ 
2 


Bz 


XT X. \J 




2- 


6 


2-Bfur-CO- 


CarCH 2 


Bz 


Pro 


tBulMH- 

J— xj uiin 


2- 


7 


3-Bfur-CO- 


CarCH 2 


Bz 






2- 


8 


2-Ind-CO- 


CarCH- 
2 


Bz 


Pro 


tBuNH- 


2- 


9 


tBoc 


CarCH 2 


Bz 


-tr -i- w 


U £3 LilNxT 


2- 


10 


PhoAc - 


CarCH 2 


Bz 


Pro 


t.BuNH- 


2- 


11 


4-MPhOAc- 


CarCH^ 


Bz 


Pro 

XT -L 




2- 


12 


3 -Bzisox-CO- 


CarCH- 


Bz 


Pro 


t^BuNH- 


2- 


13 


5-H 2 N-AcO- 


CarCH 2 


Bz 


Pro 


£BuNH- 






2-Ind-CO- 










2- 


14 


4 -NH 2 - Pho- 


CarCH 2 


Bz 


Pro 


tBuNH- 






Ac - 










2- 


15 


4-NH 2 -Bzc 


CarCH 2 


Bz 


Pro 


tBuNH- 


2- 


16 


4 -Me^N- Pho- 


CarCH 2 


Bz 


Pro 


tBuNH- 






Ac - 










2- 


17 


4 -MeNH- Pho- 


CarCH 2 


Bz 


Pro 


£BuNH- 






Ac- 










2- 


18 


4- [Bzc-NH] - 


CarCH 2 


Bz 


Pro 


tBuNH- 






PhoAc - 










2- 


19 


4- [Gly-NH] - 


CarCH 2 


Bz 


Pro 


£BuNH- 






PhoAc - 








2- 


20 


4- [Gly-NMe] - 


CarCH 2 


Bz 


Pro 


tBuNH- 



PhoAc - 
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Cpd. R 1 R 4 - R T 

NO. 



z 


-21 


4- [Sar-NMe] - 
PhoAc - 


CarCH 2 


Bz 


Pro 


£BuNH- 


z 


-22 


4- [MorAc-NMe] - 
PhoAc - 


CarCH 2 


Bz 


Pro 


tBuNH- 


2 


-23 
-24 


7-Me0-2-Bfur-C0- 
6-N0 2 -2-Quix- 
C0- 


CarCH 2 
CarCH 2 


Bz 
Bz 


Pro 
Pro 


tBuNH- 
£BuNH- 


2 


-25 


6-NH 2 -2-Quix- 
C0- 


CafCH 2 


Bz 


Pro 


tBuNH- 


2 
2 
^ - 


•26 
-27 
-28 


5-F-2-Ind-CO- 
l-Me-3 -Inda-CO- 
4- [ (Mor-CO-Pipr- 
Ac) -NMe] PhoAc - 


CarCH 2 
;CarCH 2 
CarCH 2 


Bz 
Bz 
Bz 


Pro 
Pro 
Pro 


tBuNH- 
£BuNH- 
tBuNH- 


2- 


-29 4- [ (N-£Boc-Pro- 
NMe] PhoAc - 




oZ 


Pro 


£BuNH- 


2- 


•30 


4- [ (Bz-Pipr-Ac) - 
NH] - PhoAc - 


CarCH 2 


Bz 


Pro 


tBuNH- 


2 - 


31 


4- [ (MorEt-NH- 
Ac) -NH] PhoAc - 


CarGH 2 


Bz 


Pro 


£BuNH- 


2- 


32 


4- [ (Mor-Ac) NH] - 
PhoAc - 


CarCH 2 


Bz 


Pro 


tBuNH- 


2- 


33 


4- [BZC-NH] - 
cHxO-Ac- 


CarCH 2 


Bz 

1 
* 


Pro 


tBuNH- 


2- 
2- 


34 
35 


N-Bzc-PipO-Ac- 
4- [Me(2-MorEt) - 
N] - PhoAc - 


CarCH 2 
CarCH 2 


Bz 
Bz 


Pro 
Pro 


tBuNH- 
tBuNH- 


2- 


36 


4- [ (3-Me 2 N-Pr- 
NH-CO) -NMe] PhoAc- 


CarCH 2 


Bz , 


Pro 


£BuNH- 






( 

4 




V 


j 
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Table 2 



Cpd* 


R 1 


R 3 


R 4 


Z 




R 5 


NO. 














2 


-37 


4- [ (Mor-CO) - 
NMe] PhoAc - 


CarCH 2 


Bz 


Pro 




tBuNH- 


2 


-38 


4- [ (4-N0 2 -Pho- 
CO) -NMe] PhoAc - 


CarCH 2 


Bz 


Pro 




^BuNH- 


2 


-39 


4- [ (N-Bz-Pipr- 
Ac) -NMe] -PhoAc- 


CarCH 2 


Bz 


Pro 




tBuNH- 


2 


-40 


2-NH 2 -PhoAc- 


CarCH 2 


Bz 


Pro 




tBuNH- 


2 


-41 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


Pro 




tBuNH- 


2 


-42 


l-Me-2-Ind-CO- 


CarCH 2 


Bz 


Pro 




tBuNH- 


2 


-43 


Bz 


CarCH 2 


Bz 


Pro 




tBuNH- 


2 


-44 


Bzc 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-45 


2-Quix-CO- 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-46 


2 -Quill- CO - 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-47 


3 -Quiii- CO - 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-48 


4 -Quin- CO - 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-49 


2-Bfur-CO- 


CarCH 2 


Bz 


4-C1- 


Pro 


^.BuNH- 


2 


-50 


3-Bfur-CO- 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-51 


2-I.nd-CO- 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-52 


£Boc 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-53 


PhoAc - 


CarCH 2 


Bz 


4-C1- 


Pro 


JtBuNH- 


2 


-54 


4-MPhOAc- 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-55 


3-Bzisox-CO- 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-56 


5-H 2 N-AcO-2- 
Ind-CO- 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-57 


4-NH 2 -PhoAc- 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-58 


4-NH 2 -Bzc 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-59 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


4-C1- 


Pro 


tBuNH- 


2 


-60 


4-MeNH- PhoAc- 


CarCH 2 


Bz 


4 -Cl- 


Pro 


tBuNH- 
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Table 2 



Cpd. R J 
No, 



R 4 Z 



2-61 4- [Bzc-NH] PhoAc- 
2-62 4- [Gly-NH] PhoAc- 
2-63 4- [Gly-NMe] PhoAc- 
2-64 4- [Sar-NMe] PhoAc- 
2-65 4- [ (Mor-Ac) -NMe] - 

PhoAc- 
2-66 7-MeO-2-Bfur-CO- 
2-67 6-N0 2 -2-Quix-CO- 
2-68 6-NH 2 -2-Quix-CO- 

2-69 5-F-2-Ind-CO- 

2-70 l-Me-3-Inda-C0- 

2-71 4- [ (Mor-CO-Pipr- 
Ac) -NMe] PhoAc- 

2-72 4- [ (N-tBoc-Pro) - 
NMe] PhoAc- 

2-73 Bzc 

2-74 2-Quix-CO- 

2-75 2-Quin-CO- 

2-76 3-Quill-CO- 

2-77 4-Quin-CO- 

2-78 2-Bfur-CO- 

2-79 3-Bfur-CO- 

2-80 2-Ind-CO- ' 

2-81 tBoc 

2-82 PhoAc- 

2-83 4-MPhOAc- 

2-84 3-Bzisox-CO- 



CarCH 2 


Bz 


4 -CI -Pro 


tBuNH- 


CarCH 2 


Bz 


4 -CI -Pro 


tBuNH- 


CarCH 2 


Bz 


4 -CI -Pro 


tBuNH- 


CarCH 2 


Bz 


4-Cl-Pro 


£BuNH- 


CarCH 2 


Bz 


4-Cl-Pro 


JtBuNH- 


CarCH 2 


Bz 


4 -CI -Pro 


£BuNH- 


CarCH 2 


Bz 


4 -CI -Pro 


tBuNH- 


CarCH 2 


Bz 


4-Cl-Pro 


£BuNH- 


CarCH 2 


Bz 


4-Cl-Pro 


£BuNH- 


CarCH 2 


Bz 


4-Cl-Pro 


tBuNH- 


CarCH 2 


Bz 


4-Cl-Pro 


£BuNH- 


CarCH 2 


Bz 


4-Cl-Pro 


tBuNH- 


CarCH 2 


Bz 


3-Cl-Pro 


JtBuNH- 


CarCH 2 


Bz 


3-Cl-Pro 


tBuNH- 


CarCH 2 


Bz 


3-Cl-Pro 


tBuNH- 


CarCH 2 


Bz 


3-Cl-Pro 


tBuNH- 


CarCH 2 


Bz 


3-Cl-Pro 


tBuNH- 


CarCH 2 


Bz 


3-Cl-Pro 


£BuNH- 


CarCH 2 


Bz 


3-Cl-Pro 


tBuNH- 


CarCH 2 


Bz 


, 3-Cl-Pro 


tBuNH- 


CarCH 2 


Bz 


3-Cl-Pro 


£BuNH- 


CarCH 2 


Bz 


3-Cl-Pro 


tBuNH- 


CarCH 2 


Bz 


3 -CI- Pro 


tBuNH- 


CarCH 2 


Bz 


3-Cl-Pro 


£BuNH- 
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Table 2 

No. 



2 


-85 


5-H 2 N-AcO-2- Ind- 


CarCH^ 


Bz 


3 


-CI 


-Pro 


tBuNH- 






C0- 








- 






2 


-86 


4-NH 2 -PhoAc- 


CarCH- 
2 


Bz 


3 


-CI 


- Pro 




2 


-87 


4-NH 2 -Bzc 


CarCH 2 


Bz 


3 


-CI 


-Pro 


tBuNH- 


2 


-88 


4-Me 2 N-PhoAc- 


CarCH n 
2 


Bz 


3 


-CI 


- Prn 




2 


-89 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


3 


-CI 


-Pro 


tBuNH- 


2 


-90 


4- [Bzc-NH] -PhoAc- 


CarCH- 
2 


Bz 


3 


-CI 


- Pro 




2 


-91 


4- [Gly-NH] PhoAc- 


CarCH 0 


Bz 


3 


-CI 


-Pro 


£BuNH- 


2 


■92 


4- [Gly-NMe] PhoAc- 


CarCH^ 
2 


Bz 


3 


-CI 


- pro 




2 


•93 


4- [Sar-NMe] PhoAc- 


CarCH- 

4b 


Bz 


3 


-CI 


-Pro 


tBuNH- 


2- 


-94 


4- [ (Mor-Ac) -NMe] - 


Cai-CTT 
>«***•«. wx* 2 


Dry 


-5 • 


•CI • 


•Pro 


tBuNH- 






PhoAc- 












2- 


•95 


7-MeO-2-Bfur-CO- 


CarCH 2 


Bz 


3- 


•Cl- 


-Pro 


tBuNH- 


2- 


•96 


6-N0 2 -2-Quix-C0- 


CarCH 2 


Bz 


3- 


•Cl- 


Pro 


tBuNH- 


2- 


97 


6-NH 2 -2-Quix-C0- 


CarCH 2 


Bz 


3- 


•Cl- 


Pro 


£BuNH- 


2- 


98 


5-F-2-Ind-CO- 


CarCH 2 


Bz 


3- 


■Cl- 


Pro 


tBuNH- 


2- 


99 


l-Me-3 -Inda-CO- 


CarCH 2 


Bz 


3- 


■Cl- 


Pro 


tBuNH- 


2- 


100 


4- [ (Mor-CO-Pipr- 


CarCH 2 


Bz 


3- 


•Cl- 


Pro 


tBuNH- 






Ac) -NMe] PhoAc- 














2- 


101 


4- [ (H-£JBoc-Pro) - 


CarCH 2 


Bz 


3- 


Cl- 


Pro 


tBuNH- 






NMe] PhoAc- 












2- 


102 


4- [ (Bz-Pipr-Ac) - 


CarCH 2 


Bz 


3- 


Cl- 


Pro 


tBuNH- 




NH] -PhoAc- 












2~ 


103 


4- [ (MorEt-NH-Ac) - 


CarCH 2 


Bz 


3- 


Cl- 


Pro 


tBuNH- 






NH] PhoAc- 














2- 


104 


4- [ (Mor-Ac) NH] - 


CarCH 2 


Bz 


3- 


Cl- 


Pro 


tBuNH- 






PhoAc - 
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Table 2 



°P d - R 1 R 3 R 4 Z R 5 

No. 



2 


-105 


4- fBzc-NHl - nHYH. 


CarCH 2 


Bz 


3 


- CI -Pro 


tBuNH- 






Ac- 












2 


-106 


N- Bzc -Pi nO - lr - 


CarCH 2 


Bz 


3 


-CI -Pro 


£BUNH- 


2 


-107 


4 - TMe (2 -MnT-Fi- ^ Ml _ 


CarCH 2 


Bz 


3 


-CI -Pro 


tBuNH- 






PhoAc - 










2 


-108 


4- f (3 -MP M-Pr- 

^ L V IMC 2 A * XT i - 


CarCH 2 


Bz 


3 


-CI -Pro 


tBuNH- 






v-w/ lunc J JtrllOAC - 












2 


-109 


4 - T ( Mot* - rn t - kimo 1 


CarCH 2 


Bz 


3 


-CI- Pro 


tBuNH- 






PlioAc - 












2- 


-110 


4 - 1" (4 - MO - Pho - 


CarCH 2 


Bz 


3 


-CI -Pro 


£BuNH~ 






^— ^ / iMraej ir.n.o.A.c- 












2 


-111 


4- T (N-Bz-Pi tit- - A*- ^ _ 


CarCH 2 


Bz 


3 • 


-CI -Pro 


tBuNH- 






NMel -PhoAr- 












2- 


•112 


2 - NH 2 - PhoAc - 


\—d±. \^n 2 


Dry 
OZ 


3 • 


-CI -Pro 


tBuNH- 


2- 


■113 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


3- 


-CI -Pro 


£BuNH-|, 


2- 


114 


l-Me-2-lnd-C0 


CarCH 2 


Bz 


3- 


-Cl-Pro 


tBuNH- 


2- 


115 


Bzc 


CarCH 2 


Bz 


4- 


■Oxo-Pro 


tBuNH- 


2- 


116 


2-Quix-CO- ' 


CarCH 2 


Bz 


4- 


-Oxo-Pro 


tBuNH- 


2- 


117 


2 -Quin-CO- 


CarCH 2 


BZ 


4- 


Oxo-Pro 


tBuNH- 


2- 


118 


3-Quin-CO- 


CarCH 2 


Bz 


4- 


•Oxo-Pro 


£BuNH- 


2- 


119 


4-Quin-CO- 


CarCH 2 


Bz 


4- 


•Oxo-Pro 


tBuNH- 


2- 


120 


2-Bfur-CO- 


CarCH 2 


Bz 


4- 


•Oxo-Pro tBuNH- 


2- 


121 


3-Bfur-CO- 


CarCH 2 


Bz 


4- 


• Oxo-Pro 


tBuNH- 


2- 


122 


2-Ind-CO- 


CarCH 2 


Bz 


4- 


Oxo-Pro 


tBuNH- 


2- 


123 


tBoc 


Car CH 2 . 


Bz 


4- 


Oxo-Pro 


tBuNH- 


2- 


124 


PhoAc - 


CarCH 2 


Bz 


4- 


Oxo-Pro 


£BuNH- 


2- 


125 


4-MPhOAc- 


CarCH 2 


Bz 


4- 


Oxo-Pro 


tBuNH- 


2- 


126 


3 -Bzisox-CO- 


CarCH 2 


Bz 


4- 


Oxo-Pro 


tBuNH- 



f 
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TfrblQ 2 

Cpd. R 1 R 3 r 4 

No. 







a - **2 " " 2 - Ind - 

r*r\ - 
L.U - 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 


2 


-128 


4-NH 2 -PhoAc- 


CarCH 2 


Bz 


4- 


•Oxo- 


Pro 


£BuNH- 




1 '"5 Q 


4 - N™-2 " °ZC 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


£BuNH- 


2 


-130 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


£BuNH- 


z, 


- 131 


4 -MeNH- PnoAc- 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


£BuNH- 


2 


-132 


4- [Bzc-NH] -PhoAc- 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 




- 1 j i 


4- LGly-NH] PhoAc - 


CarCH^ 


Bz 


4- 


Oxo- 


Pro 


£BuNH- 


2 


-134 


4- [Gly-NMe] PhoAc- 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 




- 135 


4- [Sar-NMe] PhoAc - 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 


2 


-136 


4- [ (Mor-Ac) -NMe] - 


CarCH- 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 






PhoAc - 












2 


-137 


7-MeO-2-Bfur-CO- 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 


2 


-138 


6-N0 2 -2-Quix-CO- 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 


2 


-139 


6-NH 2 -2-Quix-C0- . 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


£BuNH- 


2 


-140 


5-F-2-Ind-CO- 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 


2 


-141 


l-Me-3-Inda-C0- 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 


2 


-142 


4- [ (Mor-CO-Pipr- 
Ac) -NMe] PhoAc- 


GarCH 2 


Bz 


4- 


Oxo- 


Pro 


£BuNH- 


2 


-143 


4- [ (fi-£.Boc-Pro) - 
NMe] PhoAc - 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 


2 


-144 


4- [ (Bz-Pipr-Ac) - 
NH] PhoAc - 


CarCH 2 


Bz 


4- 


Oxo- 


Pro 


tBuNH- 


2 


-145 


4- [ (MorEt-NH- Ac) - 
NH] PhoAc - 


CarCH 2 


Bz 


4- 


•Oxo- 


Pro 


£BuNH- 


2 


-146 


4- [ (Mor-Ac) NH] - 

Vi « A ^» 


CarCH 2 


Bz 


4- 


•Oxo- 


Pro 


tBuNH- 



PhoAc - 
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Table* 3 



55 



Cpd. R J 
NO. 



R 4 Z 



10 



15 



20 



25 



30 



35 



40 



45 



50 



2-147 4- [Bzc-NH] -cHxO- 
Ac- 

2-148 N-Bzc-PipO-Ac- 
2-149 4- [Me (2 -MorEt) N] - 

PhoAc- 
2-150 4- [(3-Me 2 N-Pr- 

NH-CO) -NMe]PhoAc- 
2-151 4- [ (Mor-CO) -NMe] - 

PhoAc- 
2-152 4- [(4-N0 2 -Pho- 

CO) -NMe] -PhoAc- 
2-153 4- [(N-Bz-Pipr-Ac) 

NMe] -PhoAc- 
2-154 2-NH 2 -PhoAc- 
2-155 3-NH 2 -PhoAc- 
2-156 l-Me-2-ind-C0- 
2-157 Bzc 
2-158 2-Quix-CO- 
2-159 2-Quin-CO- 
2-160 3-Quin-CO- 
2-161 4-Quin-CO- 
2-162 2-Bfur-CO- 
2-163 3-Bfur-CO- 
2-164 2-Ind-CO- 
2-165 £Boc 
2-166 PhoAc- 
2-167 4-MPhOAc- 
2-168 3-Bzisox-CO- 



CarCH 2 Bz 4-0xo-Pro £BuNH- 



CarCH 2 
CarCH^ 



Bz 4-0xo-Pro tBuNH- 
Bz 4-0xo-Pro tBuNH- 



CarCHL 
2 


Bz 


4 


- Oxo - Pro 




CarCH- 


BZ 


4 


-Oxo -Pro 


tBuNH- 


CarCH 2 


Bz 


4 


-Oxo -Pro 


tBuNH- 


CarCH 2 


Bz 


4 


-Oxo -Pro 


tBuNH- 


CarCH 2 


Bz 


4 


-Oxo -Pro 


tBuNH- 


CarCH 2 


Bz 


4 


-Oxo -Pro 


tBuNH- 


CarCH 2 


Bz 


4 


• Oxo - Pro 


£BuNH- 


CarCH 2 


Bz 


4 


-HO- Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


-HO- Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


■HO -Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


HO -Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


HO- Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


HO- Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


HO -Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


HO -Pro 


£BuNH- 


CarCH 2 


Bz 


4- 


HO -Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


HO -Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


HO- Pro 


tBuNH- 


CarCH- 


Bz 


4- 


HO- Pro 


tBuNH- 
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cp d - r1 r 3 r 4 z R 5 

No. 



2- 


169 


5-H 2 N-AcO-2- 
Ind-CO- 


CarCH 2 


Bz 


4 


-HO- 


•Pro 


£BuNH- 


2- 


170 


4-NH 2 -PhoAc- 


CarCH 2 


Bz 


4 


-HO- 


•Pro 


£BuNH- 


2- 


171 


4-NH 2 -Bzc 


CarCH 2 


Bz 


4 


-HO- 


Pro 


tBuNH- 


2- 


172 


4-Me 2 N-PhOAc- 


CarCH 2 


Bz 


4 


-HO- 


Pro 


tBuNH- 


2- 


173 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


4 


-HO- 


Pro 


£BuNH- 


2- 


174 


4- [Bzc-NH] - PhoAc - 


CarCH 2 


Bz 


4 


-HO- 


Pro 


tBuNH- 


2- 


175 


4- [Gly-NH] PhoAc- 


CarCH 2 


Bz 


4 


-HO- 


Pro 


tBuNH- 


2- 


176 


4- [Gly-NMe] PhoAc- 


CarCH 2 


Bz 


4< 


-HO- 


Pro 


tBuNH- 


2- 


177 


4- [Sar-NMe] PhoAcr 


CarCH 2 


Bz 


4- 


-HO- 


Pro 


£BuNH- 


2- 


178 


4- [ (Mor-Ac) -NMe] - 


CarCH 2 


Bz 


4- 


•HO- 


Pro 


tBuNH- 



PhoAc - 



2 


-179 


7-MeO-2-Bfur-CO- 


CarCH 2 


Bz 


4 


-HO- 


•Pro 


t BuNH - 


2 


-180 


6-N0 2 -2-Quix-CO- 


CarCH 2 


Bz 


4 


-HO- 


Pro 


LBuNH- 


2 


-181 


6-NH 2 -2-Quix-C0- 


CarCH 2 


Bz 


4 


-HO- 


Pro 


tBuNH- 


2 


-182 


5-F-2-Ind-CO- 


CarCH 2 


Bz 


4 


-HO- 


Pro 


£BuNH- 


2 


-183 


l-Me-3-Inda-C0- 


CarCH 2 


Bz 


4 


-HO- 


Pro 


£BuNH- 


2 


-184 


4- [ (Mor-CO-Pipr- 


GarCH 2 


Bz 


4 


-HO- 


Pro 


£BuNH- 






Ac) -NMe] PhoAc- 














2 


-185 


4- [ (N-tBoc-Pro) - 


CarCH 2 


Bz 


4 


-HO- 


Pro 


£BuNH- 






NMe] - PhoAc - 














2 


-186 


4- [<Bz-Pipr-Acj - 


CarCH 2 


Bz 


4 


-HO- 


Pro 


tBuNH- 






NH] - PhoAc - 














2 


-187 


4- [ (MorBt-NH-Ac) - 


CarCH 2 


Bz 


4 


-HO- 


Pro 


£JBuNH- 




NH] PhoAc - 












2 


-188 


4- [ (Mor-Ac) NH] - 


CarCH 2 


Bz 


4- 


-HO- 


Pro 


£BuNH- 



PhoAc - 
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Table 2 



Z R 5 
No. 



2-189 

2-190 
2-191 

2-192 

2-193 

2-194 

2-195 

2-196 
2-197 
2-198 
2-199 
2-200 
2-201 
2-202 
2-203 
2-204 
2-205 
2-206 
2-207 
2-208 
2-209 
2-210 



4- [Bzc-NH] -cHxO- 
Ac- 

N-Bzc-PipO-Ac- 
4- [Me (2 -MorBt) N] - 

PhoAc - 
4- [ (3-Me 2 N-Pr- 

NH-CO) -NMe] PhoAc- 
4- [ (Mor-CO) -NMe] - 

PhoAc- 
4- [ (4-N0 2 -Pho- 

CO) -NMe] PhoAc- 
4- [(N-Bz-Pipr-Ac) - 

NMe] -PhoAc- 

2- NH 2 -PhoAc- 

3- NH 2 -PhoAc- 



CarCH 2 Bz 4 -HO -Pro £BuNH- 



1- Me-2-Ind-C0- 
Bzc 

2- Quix-CO- 

2- Quin-CO- 

3- Quin-CO- 

4- Quin-CO- 

2- Bfur-CO- 

3- Bfur-CO- 

2- lnd-CO- 
£Boc 
PhoAc- 

4- MPhOAc- 

3- Bzisox-CO- 



CarCH- 


Bz 


4-HO-Pro 


£BuNH- 


CarCH- 


Bz 


4-HO-Pro 


_£BuNH- 


CarCH 0 


Bz 


4 -HO- Pro 


tBuNH- 


CarCH 0 


Bz 


4-HO-Pro 


tBuNH- 


CarCH 0 


Bz 


4-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


4-HO-Pro 


£BuNH- 


CarCH 2 


Bz 


4-HO-Pro 


£BuNH- 


CarCH 2 


Bz 


4-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


4-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


3-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


3 -HO- Pro 


fcBuNH- 


CarCH 2 


Bz 


3 -HO- Pro 


£BuNH- 


CarCH 2 


Bz 


3-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


3 -HO- Pro 


tBuNH- 


CarCH 2 


Bz 


3-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


3-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


3-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


3-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


3-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


3-HO-Pro 


tBuNH- 


CarCH 2 


Bz 


3-HO-Pro 


£BuNH- 
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Table 2 



Cpd. R 1 R 3 R 4 Z R 5 

No, 



10 



n 

Z - 




c tt tit 7S. r-»r*\ *5 




oZ 


3 - 


• HO- 


P3TO 


tBUNH- 






ina-CO- 












2 - 


2X2 


4 - NH^ - PxlOAc - 


CarC^ 


Bz 


3 - 


■HO- 


Pro 


£BuNH- 


2 - 


2X3 


A XTT_T r-j _ _ 

4 -NH2 -BZC 


CarCH 2 


Bz 


3 - 


-HO- 


Pro 


fcBuNH- 


2 - 


2X4 


4-Me2N- PnOAC- 


CarCH2 


Bz 


3 - 


■H0- 


Pro 


tBuNH- 


2 - 


2X5 


4 - MeNH- PrioAc - 


CarCH 2 


Bz 


3 - 


-HO- 


Pro 


tBuNH- 


2 - 


2X6 


4- IBZC-NHJ - PxlOAC - 


CarCH2 


Bz 


3 ■ 


-HO- 


Pro 


tBuNH- 


2 - 


2X7 


4- LGXy-NHJ PnoAC- 


CarCH 2 


Bz 


3 - 


- HO- 


Pro 


tBuNH- 


2 - 


2X8 


4- iGXy-NMej PnoAc- 


CarCH2 


Bz 


3 * 


. HO- 


Pro 


tBuNH- 


2- 


2X9 


4- [Sar-NMe] PhoAc- 


CarCH 2 


Bz 


3- 


-HO- 


Pro 


tBuNH- 


2 - 


O O 

• 220 


4-[ (Mor-Ac) -NMe J - 
P tioAc ~ 


CarCH2 


Bz 


3 * 


-HO- 


Pro 


£BuNH- 


2- 


•22X 


7-MeO-2-Bfur-CO- 


CarCH 2 


Bz 


3« 


-HO- 


Pro 


tBuNH- 


2- 


222 


6 - N0 2 - 2 - Quix - CO - 


CarCH 2 


Bz 


3- 


-HO- 


Pro 


tBuNH- 


2- 


-223 


6-NH 2 -2-Quix-CO- 


CarCH 2 


Bz 


3 


-HO- 


Pro 


£BuNH- 


2 


-224 


5-F-2-Ind-CO- 


CarCH 2 


Bz 


3 


-H0- 


•Pro 


tBuNH- 


2 


-225 


l-Me-3 - Inda-CO- 


CarCH 2 


Bz 


3 


-H0- 


■Pro 


JtBuNH- 


2< 


-226 


4- [ (Mor-CO-Pipr- 


CarCH 2 


Bz 


3 


-H0- 


•Pro 


tBuNH- 






Ac) -NMe] PhoAc- 












2 


-227 


4- [ (H-£Boc-Pro) - 


CarCH 2 


Bz 


3 


-HO- 


-Pro 


£BuNH- 






NMe] PhoAc- 












2 


-228 


4- [ (Bz-Pipr-Ac) - 


CarCH 2 


Bz 


3 


-HO- 


-Pro 


tBuNH- 






NH] PhoAc- 












2 


-229 


4- [ (MorEt-NH- Ac) - 
NH]PhoAc- 


CarCH 2 


Bz 


3 


-HO 


-Pro 


tBuNH- 


2 


-230 


4- [ (Mor-Ac) NH] - 


CarCH 2 


Bz 


3 


-HO 


-Pro 


£BuNH- 



PhoAc - 
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Table 2 



Cpd. R J 
NO. 



R 



2 


-231 


4- [Bzc-NHl -cHxO- 


P*a y*PTJ 
\~CLL. V^Xl^ 


□z 


3 ■ 


- HO - Pro 


tBuNH- 






Ac- 












2 


-232 


N-Bzc- PioO- Ac- 






3 ■ 


-HO- Pro 


tBuNH- 


2- 


-233 


4 - [Me (2 -MorEt ) Ml - 


Pa •v^fTT 


oZ 


3 ■ 


- HO - Pro 


tBuNH- 






PhoAc - 










2 


-234 


4 - T (3 -Me N-Pr- 

L \ — * irlZZ 2 ^ " *r Ju 




Bz 


3 - 


-HO- Pro 


£BuNH- 






NH-CO) -NM^I Phnar- 












2- 


-235 


4 - f (Mor-PO^ -WMoi _ 


/"■■a -v«/— »TT 


Bz 


3 - 


•HO -Pro 


tBuNH- 






PhoAc - 












2- 


•236 


4- f (4 -NO - Phn- 


CarCH2 


BZ 


3 - 


•HO- Pro 


tBuNH- 






CO) -NMel PhnAr- 












2- 


237 


4- [ (N-Bz -Pinr-Ar^ - 


Pa r»r*w 
carv^ii^ 


oZ 


3 - 


HO- Pro 


tBuNH- 


















2- 


238 


2-NH^-PhoAc- 
2 


CarCH 2 


Bz 


- 


nu - ±r jl o 




2- 


239 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


3- 


HO -Pro 


tBuNH- 


2- 


240 


l-Me-2-Ind-C0- 


CarCH 2 


Bz 


3- 


HO- Pro 


tBuNH- 


2- 


241 


Bzc 


CarCH 2 


Bz 


4- 


F-Pro 


tBuNH- 


2- 


242 


2 -Quix-CO- 


GarCH 2 


Bz 


4- 


F-Pro 


tBuNH- 


2- 


243 


2-Quin-CO- 


CarCH 2 


Bz 


4- 


F-Pro 


£BuNH- 


2- 


244 


3-Quin-CO- 


CarCH 2 


Bz 


4- 


F-Pro 


tBuNH- 


2- 


245 


4-Quin-CO- 


CarCH 2 


Bz 


4- 


F-Pro 


tBuNH- 


2- 


246 


2-Bfur-CO- 


CarCH 2 


Bz 


4- 


F-Pro 


tBuNH- 


2- 


247 


3-Bfur-CO- 


CarCH 2 


Bz 


4- 


F-Pro 


tBuNH- 


2- 


248 


2-Ind-CO- 


CarCH 2 


Bz 


4- 


F-Pro 


£BuNH- 


2- 


249 


tBoc 


CarCH 2 


Bz 


4- 


F-Pro 


tBuNH- 


2- 


250 


PhoAc- 


CarCH 2 


Bz 


4- 


F-Pro 


tBuNH- 


2- 


251 


4-MPhOAc- 


CarCH 2 


Bz 


4- 


F-Pro 


tBuNH- 


2- 


252 


3-Bzisox-CO- 


CarCH 2 


Bz' 


4- 


F-Pro 


tBuNH- 



» 

i < 
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Table 2 





Cpd. 
NO. 


R 


R 3 

- 


R 4 


Z 






R 5 


10 


2 


-253 


5-H 2 N-AcO-2- 


CarCH 2 


Bz 


4- 


F- 


•Pro 


£BuNH- 








Ind-CO- 














15 


2 


-254 


4-NH 2 -PhoAc- 


CarCH 2 


Bz 


4- 


•F- 


•Pro 


£BuNH- 




2 


-255 


4-NH 2 -Bzc 


CarCH 2 


Bz 


4- 


F- 


•Pro 


£BuNH- 




2 


-256 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


4- 


F- 


Pro 


tBuNH- 


20 


2 


-257 


4-MeNH-PhoAc- 


CarCH 2 


Bz 


4- 


F- 


Pro 


£.BuNH- 




2 


-258 


4- [Bzc-NH] -PhoAc- 


CarCH 2 


Bz 


4- 


F- 


Pro 


tBuNH- 




2 


-259 


4- [Gly-NH] PhoAc- 


CafCH 2 


Bz 


4- 


F- 


Pro 


tBuNH- 


25 


2 


-260 


4- [Gly-NMe] PhoAc- 


CarCH 2 


Bz 


4- 


F- 


Pro 


tBuNH- 


2 


-261 


4- [Sar-NMe] PhoAc- 


CarCH 2 


Bz 


4- 


F- 


Pro 


tBuNH- 




2 


-262 


4- [ (Mor-Ac) -NMe] - 


CarCH 2 


Bz 


4- 


F- 


Pro 


£BuNH- 








PhoAc- 














30 


2 


-263 


7-MeO-2-Bfur-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro 


tBuNH- 




2 


-264 


6-N0 2 -2-Quix-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro 


tBuNH- 




2 


-265 


6-NH 2 -2-Quix-C0- 


CarCH 2 


Bz 


4- 


F- 


Pro 


tBuNH- 




2 


-266 


5-F-2-Ind-CO- 


CarCH- 

z 


Bz 


4- 


F- 


Pro 


£BuNH- 


35 


2 


-267 


l-Me-3- Inda-CO- 


CarCH 2 


Bz 


4- 


F- 


Pro 


tBuNH- 




2 


-268 


4- [ (Mor-CO-Pipr- 


CarCH 2 


Bz 


4- 


F- 


Pro 


tBuNH- 








Ac) -NMe] PhoAc- 














40 


2 


-269 


4- [ (N-£Boc-Pro) - 


CarCH 2 


Bz 


4- 


F- 


Pro 


£BuNH- 








NMe] PhoAc- 














2 


-270 


4- [ (Bz-Pipr-Ac) - 


CarCH 2 


Bz 


4- 


F- 


Pro 


£BuNH- 


45 






NH] PhoAc- 
















2 


-271 


4- [ (MorEt -NH- Ac) - 


CarCH 2 


Bz 


4- 


F- 


Pro 


£BuNH- 








NH] PhoAc- 














2 


-272 


4- [ (Mor- Ac) NH] - 


CarCH 2 


BZ 


4- 


F- 


Pro 


tBuNH- 


50 






PhoAc - 
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Table 2 



Cpd. R 
No. 



R~ 



R 4 Z 



2 


-273 


4- [Bzc-NHl -cHxO- 


Pa yPTT 

urCH 2 


oz 


4 - F-Pro 


tBuNH- 






AC- 










2 


-274 


S' Bzc- PipO- Ac - 


Pa W~*TT 


OZ 


4 - F- Pro 


£BuNH- 


2 


-275 


4- [Me (2-MorEt) Nl - 


wCl^wXl2 


oZ 


4-F-Pro 


£BuNH- 






PhoAc - 










2 


-276 


4 - T ( 3 - Me N- Pr- 


CarCH 2 


BZ 


4-F-Pro 


tBuNH- 






NH- CO) -NMel PhoAr - 










2 


-277 


4 - [ (Mor-CO) -NMel - 


fa W^W 


OZ 


4-F- Pro 


tBuNH- 






PhoAc - 








2 


-278 


4 - [ ( 4 - NO - Pho - 
•* iv» 2 ***** 


carCH 2 


ta _ 
BZ 


4-F-Pro 


tBuNH- 






CO) -NMel PhnAr - 








2 


-279 


4- f (N-Bz-Pinr-Ar^ - 


CarCH 2 


BZ 


4-F - Pro 


tBuNH- 






NMel PhoAc- 










2 


-280 


2-NH^-PhoAc- 
2 


CarCH^ 
2 


Bz 


4-F- Prn 


LDUJNn - 


2 


-281 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


4-F- Pro 


tBuNH- 


2 


-282 


l-Me-2-Ind-CO- 


CarCH 2 


Bz 


4-F-Pro 


tBuNH- 


2 


-283 


Bzc 


CarCH 2 


Bz 


4 -Br- Pro 


tBuNH- 


2 


-284 


2-Quix-CO- 


CarCH 2 


Bz 


4 -Br- Pro 


tBuNH- 


2 


-285 


2-Quin-CO- 


CarCH 2 


Bz 


4 -Br- Pro 


£BuNH- 


2 


-286 


3-Quin-CO- 


CarCH 2 


Bz 


4 -Br- Pro 


tBuNH- 


2 


-287 


4-Quin-CO- 


CarCH 2 


Bz 


4 -Br- Pro 


tBuNH- 


2 


-288 


2-Bfur-CO- 


CarCH 2 


Bz 


4 -Br- Pro 


£BuNH- 


2 


-289 


3-Bfur-CO- 


CarCH 2 


Bz 


4 -Br -Pro 


tBuNH- 


2 


-290 


2-Ind-CO- 


CarCH 2 


Bz 


4 -Br- Pro 


£BuNH- 


2 


■291 


tBoc 


CarCH 2 


Bz 


4 -Br- Pro 


tBuNH- 


2 


-292 


PhoAc - 


CarCH 2 


Bz 


4 -Br- Pro 


tBuNH- 


2 


-293 


4-MPhOAc- 


CarCH 2 


Bz 


4 -Br- Pro 


tBuNH- 


2- 


-294 


3-Bzisox-CO- 


CarCH 2 


Bz 


4 -Br- Pro 


tBuNH- 



• f 

( a 
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Cpd. R 1 R 3 R * z R 5 

No. 



2 


-295 


5-H 2 N-AcO-2- 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 






Ind-CO- 














2 


-296 


4-NH 2 -PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro 


£BuNH- 


2 


-297 


4-NH 2 -Bzc 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 


2 


-298 


4-Me 2 N-PhoAc- 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 


2 


-299 


4-MeNH-PhoAc- 


CarCH- 


Bz 


4 


-Br- 


Pro 


tBUNH- 


2 


-300 


4- [Bzc-NH] PhoAc - 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 


2 


-301 


4- [Gly-NH] PhoAc - 


CarCH- 


Bz 


4 


-Br- 


Pro 


£BuNH- 


2 


-302 


4- [Gly-NMe] PhoAc - 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 


2 


-303 


4- [Sar-NMe] PhoAc - 


CarCH^ 


Bz 


4 


-Br- 


Pro 


tBuNH- 


2 


-304 


4- [ (Mor-Ac) -NMe] - 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 






PhoAc - 














2 


-305 


7-MeO-2-Bfur-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro 


CBuNH- 


2 


-306 


6-NO 2 -2-Quix-C0- 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 


2 


-307 


6-NH 2 -2-Quix-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro 


£BuNH- 


2 


-308 


5-F-2-Ind-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 


2 


-309 


l-Me-3-Inda-CO- 


CarCH 2 


Bz 


4 


-Br- 


Pro 


£BuNH- 


2 


-310 


4- [ (Mor-CO-Pipr- 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 






Ac) -NMe] PhoAc - 














2 


-311 


4- [(N-JtBoc-Pro) - 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 






NMe] PhoAc - 














2 


-312 


4- [ (Bz-Pipr-Ac) - 


CarCH 2 


Bz 


4 


-Br- 


Pro 


£BuNH- 






NH] - PhoAc - 














2 


-313 


4- [ (MorEt -NH- Ac) - 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 






NH] PhoAc- 














2 


-314 


4- [ (Mor-Ac) NH] - 


CarCH 2 


Bz 


4 


-Br- 


Pro 


tBuNH- 



PhoAc - 
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Table 2 



Cpd . 


_1 
R 


■a 

R 


R 4 


Z R 5 


iNO . 










2-315 


4- [Bzc-NH] -cHxO- 


CarCH 2 


Bz 


4 -Br- Pro tBuNH- 




Ac- 








2-316 


N-Bzc-PipO-Ac- 


CarCH 2 


Bz 


4 -Br- Pro tBuNH- 




4- Lwe (2 -MorEt ) N] - 


CarCH 2 


Bz 


4 -Br- Pro tBuNH- 




PhoAc - 










* 1 v 3 - Me^N- Par- 


- 

CarCH 2 


Bz 


4 -Br -Pro tBuNH- 




NH-CO) -NMe] PhoAc- 








O.OI Q 


4-i (Mor- CO) -NMe] - 


CarCH 2 


Bz 


4 -Br- Pro £BuNH- 




PlioAc - 








^ - 1(4- N0 2 - Pno - 


CarCH 2 


Bz 


4 -Br- Pro JtBuNH- 




CO) -NMe] PhoAc- 








^ " -3*5 1 


4- [ (N-Bz-Pipr-Ac) - 


CarCH 2 


Bz 


4 -Br -Pro tBuNH- 




IMMej PflOAc- 








2 -*}29 


*3 •lSIT-T t-j v>» -jv _ 


CarCH 2 


Bz 


4 -Br- Pro tBuNH- 




J - ~ P" 0 Ac - 


CarCH 2 


Bz 


4 -Br- Pro £BuNH- 


^ - J Z ft 


1 -Me- 2 - Ilia- CO- 


CarCH 2 


Bz 


4 -Br- Pro £BuNH- 


"5 IOC 


T'S — 

BZC 


CarCH 2 


Bz 


4, 4-Di-F-Pro tBuNH- 


2-326 


2-Quix-CO- 




BZ 


4,4-Di-F-Pro £BuNH- 


2-327 


2-Quin-CO- 


CarCH 2 


Bz 


4 # 4-Di-F-Pro £BuNH- 


2-328 


3-Quin-CO- 


CarCH 2 


BZ 


4,4-Di-F-Pro £BuNH- 


2-329 


4-Quin-CO- 


CarCH 2 


Bz 


4,4-Di-F-Pro £BuNH- 


2-330 


2-Bfur-CO- 


CarCH 2 , 


BZ 


4,4-Di-F-Pro £BuNH- 


2-331 


3-Bfur-CO- 


CarCH 2 « 


Bz 


4, 4-Di-F-Pro tBuNH- 


2-332 


2-Ind-CO- 


CarCH 2 


Bz 


4,4-Di-F-Pro tBuNH- 


2-333 


tBoc 


CarCH 2 


Bz 


4,4-Di-F-Pro tBuNH- 


2-334 


PhoAc - 


CarCH 2 


Bz 


4,4-Di-F-Pro £BuNH- 


2-335 


4-MPhOAc- 


CarCH 2 


Bz 


4,4-Di-F-Pro tBuNH- 


2-336 


3-Bzisox-C0- 


CarCH 2 


Bz 


4,4-Di-F-Pro tBuNH- 




f 






( 

i 
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5 



10 


Cpd. 
NO, 


R 1 


R 3 


R 4 






"7 

XI 






R 5 
K 










uaruxi 2 


BZ 


4, 


4 


-Di - 


F- 


Pro 


£BuNH- 








Ind-CO- 


















15 


A 


- J Jo 


4 - NH_ - PhoAc - 


Pa rfff 

V»»CLX 


Rt 
02 


* # 




-dx - 


u 

c - 


F170 


tBuNH- 




2 


-339 


-Bzc 




D 7 


A 

4 , 




- ui - 


r - 


Pro 


^.BuNH- 




2 


-340 


4 - Me~ N - PhoAc - 




D 7 


* / 




- JJ1 - 


T-l 

v - 


PlTO 


t.BuNH- 


20 


2. 


- i41 


4 - MeNH - PhoAc - 


V— C*. -1_ VxXX^ 


D 7 
Xj £» 


A 

* # 


A 
*k 


Dx. - 


r - 


Pro 


CBUNh- 




2 


-342 


4- fBzc-NHl PhoAc- 




oz 


4 , 


A 


-UX - 


r - 


Pro 


JtBuNH- 






- 343 




CarCH 2 




4, 


4 


-Dx - 


F- 


Pro 


tBuNH- 




2 


-344 


4- rGlv-NMel PhoAr- 


Pa r*PTT 
CL X V^XT^ 


J0Z 


4 , 


A 

ft 


- UX - 


« 
r - 


Pro 


t.BuNH- 


25 




O A C 

- 345 


~ L *^ CL X 1ti IMC J rilUriL 


Pa l-OH 

v^dxv^xl^ 


oZ 


4, 


4 


-DI - 


F- 


Pro 


t.BuNH- 




2 


- 346 


4- T (Mor-Ac) .tqmpI _ 


Pa r*PTT 
wOLXVV^XX^ 


D IT 


4 , 




- UX - 


TTl 

r - 


Pro 


t.BuNH- 








PhoAc ~ 


















30 


2 


-347 


7 - MeO - 2 - Bfur - PO - 


CarCH 2 


OZ 


A 

4 , 


A 

ft 


- ux - 


TP 

b - 


Pro 


jtBuNH- 




2 


-348 


6 -NO - 2 - On 4 v. po - 
o 2 ^ ^ixx.-a. 


CarCH 2 


"Q rr 

oZ 


A 

4 , 


4 


-DX - 


F- 


Pro 


£.BuNH- 




2 


-349 




^cLxVl^Xl^ 


r5Z 


4 , 


4 


-DX - 


F- 


Pro 


^BxiNH- 




2 


-350 


5-F-2-Ind-C0- 


CarCH 2 


Bz 


4, 


4 


-Di- 


F- 


Pro 


tBuNH- 


35 


2 


-351 


l-Me-3-Inda-CO- 


CarCH 2 


Bz 


4, 


4 


-Di- 


F- 


Pro 


tBuNH- 




2 


-352 


4- [ (Mor-CO-Pipr- 


CarCH 2 


Bz 


4, 


4 


-Di- 


F- 


Pro 


tBllNH- 








Ac) -NMe] PhoAc - 


















40 


£ 


1 C "3 

-obi 


4- [ (N-£Boc-Pro) - 


CarCH 2 


Bz 


4, 


4 


-Di- 


F- 


Pro 


HBuNH- 






NMel PhoAc- 




















2 


-354 


4- [ (Bz-Pipr-Ac) - 


CarCH 2 


Bz 


4, 


4 


-Di- 


F- 


Pro 


tBuNH- 








NH] - PhoAc - 


















45 


2 


-355 


4- [ (MorEt -NH- Ac ) - 


CarCH 2 


Bz 


4, 


4 


-Di- 


F- 


Pro 


^BuNH- 








NH] PhoAC- 


















2 


-356 


4- [ (Mor-Ac) NH] - 


CarCH 2 


Bz 


4, 


4 


-Di- 


F- 


Pro 


^BlxNH- 








PhoAc- 


















50 
























55 
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r1 R 3 R 4 Z r 5 

No. 



2 


-357 




CarCH^ 


Bz 


4,4-Di-F 


-Pro 


tBuNH- 


















2 




W - t)ZC - PlpO- AC - 


CarCH 2 


Bz 


4,4-Di-F- 


-Pro 


£BuNH- 


2 


J -J z? 


* IWe 1^-MOrEt ) N] - 


CarCH 2 


Bz 


4,4-Di-F- 


■Pro 


tBuNH- 






PhoAc - 










2 


J DU 




CarCH 2 


Bz 


4,4-Di-F- 


•Pro 


tBuNH- 






jMn - v-vj ; NMe j PhoAc - 












2 . 


-J O _L 


* L vMor- CO) -NMe] - 


CarCH 2 


Bz 


4,4-Di-F- 


Pro 


tBuNH- 






T3 Vl /"\ 'A e~t 












y . 




4- L4-N02~P"0- 


CarCH 2 


Bz 


4,4-Di-F- 


Pro 


tBuNH- 






i~u; -iNMej PnoAc- 














.•SCO 

• .3 O J 


4- L (N-Bz- Pipr- Ac ) - 


CarCH 2 


Bz 


4,4-Di-F- 


Pro 


tBuNH- 






NMel PhoAc- 










2- 


•364 


2 - NH 2 - PhoAc - 


CarCH 2 


Bz 


4, 4-Di-F- 


Pro 


tBuNH- 


2- 


365 


3-NH 2 -PhoAc- 


CarCH 2 


Bz 


4,4-Di-F- 


Pro 


tBuNH- 


2- 


366 


l-Me-2-Ind-C0- 


CarCH 2 


Bz 


4,4-Di-F- 


Pro 


tBuNH- 


2- 


367 


Bzc 


CarCH 2 


Bz 


4-I-Pro 




tBuNH- 


2- 


368 


2-Quix-CO- 


GarCH 2 


Bz 


4-I-Pro 




tBuNH- 


2- 


369 


2-Quin-CO- 


CarCH 2 


Bz 


4-I-Pro 




tBuNH- 


2- 


370 


3-Quin-CO- 


CarCH 2 


Bz 


4-I-Pro 




tBuNH- 


2- 


371 


4-Quin-CO- 


CarCH 2 


Bz 


4-I-Pro 




£BuNH- 


2- 


372 


2-Bfur-CO- 


CarCH 2 


Bz 


4-I-Pro 




£BuNH- 


2- 


373 


3-Bfur-CO- t 


CarCH 2 


Bz 


4-I-Pro 




tBuNH- 


2- 


374 


2-Ind-CO- * 


CarCH 2 


Bz 


4-I-Pro 




tBuNH- 


2- 


375 


£Boc 


CarCH 2 


Bz 


4-I-Pro 




£BuNH- 


2- 


376 


PhoAc - 


CarCH 2 


Bz 


4 -I- Pro 




£BuNH- 


2- 


377 


4-MPhOAc- 


CarCH 2 


Bz 


4-I-Pro 




tBuNH- 


2- 


378 


3-Bzisox-CO- 


CarCH 2 


Bz 


4-I-Pro c 




tBuNH- 



V v 
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Table 2 



Cpd. R 1 r 3 R 4 z R 5 

No. 



2 


-379 


5 


-H 2 N-AcO-2- 








Ind-CO- 


2 


-380 


4 


-NH 2 -PhoAc- 


2 


-381 


4 


-NH 2 -Bzc 


2 


-3 82 


4 


-Me 2 N-PhoAc- 


2 


-383 


4 


-MeNH- PhoAc - 


2 


-384 


4 


- [Bzc-NH] -PhoAc 


2 


-385 


4 


- [Gly-NH] PhoAc - 


2 


-386 


4 


- [Gly-NMe] PhoAc 


2 


-387 


4 


- [Sar-NMe] PhoAc 


2 


-388 


4 


- [ (Mor-Ac) -NMe] 






PhoAc - 


2 


-389 


7 


-MeO-2-Bfur-CO- 


2 


-390 


6 


-N0 2 -2-Quix-C0- 


2 


-391 


6 


-NH 2 >2-Quix-CO- 


2 


-392 


5 


-F-2-Ind-CO- 


2 


-393 


1 


-Me-3-Inda-CO- 


2 


-394 


4 


- [ (Mor-CO-Pipr- 



Ac) -NMe] PhoAc- 
2-395 4- [ (N-tBoc-Pro) - 

NMe] PhoAc - 
2-396 4- [ (Bz-Pipr-Ac) - 

NH] PhoAc- 
2-397 4- [ (MorEt-NH-Ac) - 

NH] PhoAc - 
2-398 4- [ (Mor-Ac) NH] - 
PhoAc - 



CarCH^ 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


BZ 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


^BuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


BZ 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


^BuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 


CarCH 2 


Bz 


4- 


I- 


Pro 


tBuNH- 



'l 
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Table 2 



Cpd. 
No. 



10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



2-399 4- [Bzc-NH] -£HxO- 
Ac- 

2-400 N-Bzc-PipO-Ac- 
2-401 4- [Me (2 -MorEt) N] - 

PhoAc - 
2-402 4- [ (3-Me 2 N-Pr- 

NH-CO) -NMejPhoAc- 
2-403 4- [ (Mor-CO) -NMe] - 

PhoAc- 
2-404 4- [ <4-N0 2 -Pho- 

CO) -NMe] PhoAc- 
2-405 4- [(N-Bz-Pipr-Ac) - 

NMe] -PhoAc- 
2 406 2-NH 2 -PhoAc- 
2-407 3-NH 2 -PhoAc- 
2-408 l-Me-2- Ind-CO- 



CarCH„ 



CarCH 2 
CarCH 2 



CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 

CarCH 2 
CarCH 2 
CarCH^ 



Bz 4- I- Pro £BuNH- 

Bz 4 -I- Pro £BuNH- 

Bz 4 - I - Pro tBuNH- 

Bz 4-I-Pro tBuNH- 

Bz 4-I-Pro tBuNH- 

Bz 4-I-Pro tBuNH- 



Bz 

Bz 
Bz 
Bz 



4-1- Pro 

4-I-Pro 
4-I-Pro 
4-I-Pro 



£BuNH- 

tBuNH- 
tBuNH- 
£BuNH- 



Of the compounds exemplified above, preferred compounds are Compounds No. 1-29, 33-36, 55-69, 83- 
98, 125-149, 153-157, 162, 163, 167-171, 176, 177, 181-185, 190, 191, 195-199, 204, 205, 209-213,218,219, 
223-227, 232, 233, 237-241, 242, 246, 247, 251-255, 260, 261, 265-269, 274, 275, 279-283, 288-310, 316- 
388, 392-427, 430-439, 478-502, 506-540, 544-578, 582-616, 619-679, 686-701 , 747-800, 801-815, 819-931, 
933-937, 940, 941, 945, 946, 951-966, 969-976, 978-982. 985, 986, 990, 991, 997-1007, 1009-1099, 1107, 
1108, 1115, 1130-1133, 1135, 1141, 1156-1159, 1161, 1168, 1173-1178, 1191-1200, 1202-1294, 1300-1304! 
1312, 1313, 1319-1329, 1331-1339, 1345-1349. 1357, 1358, 1364-1374, 1376-1449, 1451, 1466, 1467-1469] 
1471, 1473, 1477, 1492-1495, 1497, 1504, 1510-1514, 1522, 1528-1536, 1538-1630, 1636-1640, 1655-1665, 
1667-1675, 1681-1685, 1693, 1694, 1700-1710, 1712-1722, 1725-1785, 1787, 1802-1805, 1807, 1809, 181 3^ 
1828-1831, 1833, 1835, 1840, 1846-1850, 1858, 1864-1966, 1972-1976, 1984, 1985, 1991-2001,2003-2011, 
2016-2021, 2029, 2030, 2036-2046, 2048-2058, 2061-2121, 2123, 2138-2141, 2143, 2149, 2164-2167, 2169- 
2172, 2176, 2181-2186, 2194, 2199-2302, 2308-2312, 2320, 2321 , 2327-2337, 2339-2347, 2352-2357, 2365, 
2366, 2372-2382, 2384-2457, 2459, 2474-2477, 2479-2482, 2500-2503, 2505-2508, 2512, 2517-2522, 2535- 
2638, 2646-2648, 2656, 2657, 2663-2673, 2675-2683. 2689-2693, 2701, 2702, 2708-2718, 2710-2793, 2795, 
2810-2813, 2815-2818, 2836, 2839, 2841-2844, 2848, 2853-2858, 2866, 2871-2880, 2882-2974, 2929-2984^ 
2992, 2993, 2999-3009, 3011-3019, 3024-3029, 3037, 3038, 3044-3129, 3131, 3146-3149, 3151-3154, 3172- 
3175, 3/177-3184, 3189-3194, 3202, 3207-3310^3315-3320, 3328, 3329, 3335-3355, 3360-3365, 3373, 3374, 
338-3390, 3392-3465, 3467, 3482-3485, 3487-3490, 3508-3511, 3513-3516, 3520, 3525-3530, 3538, 3539^ 
3543-3552, 3554-3646, 3652-3656, 3664, 3665; 3671-3681, 3683-3691, 3696-3701 , 3709, 3710, 3716-3801. 
3803, 3818-3821, 3823^3826, 3844-3847, 3849-3852, 3856, 3861-3866. 3874, 3875, 3879-3982, 3987-3992, 
4000, 4001, 4007-4017; 4019-4027, 4032-4037, 4045, 4046, 4052-4062 4064^143, 4146-4151, 4156-4165, 

4167-4177, 4179-4184, 4186, 4187, 4189-4198, 4200-4209, 4212-4217, 4219, 4220, 4222-4224, 4226-4231* 

:■ ( ' 
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4233-4242, 4245-4250, 4252, 4253, 4255-4257, 4259, 4275, 4382, 4405, 4425, 4467, 4530, 4552, 4640-4681, 
2-2, 2-23, 2-45 and 2-66. 

More preferred compounds are Compounds No. 1, 2, 4, 5, 6, 9, 14, 15, 17, 19, 28, 29, 33, 41, 42, 46, 55, 
56, 60, 69, 70, 74, 83, 84, 88, 97, 98, 102, 111, 112, 116, 125, 126, 130, 139, 140, 144, 148, 149, 153, 162, 

5 163, 167, 176, 177, 181, 190, 191, 195, 204, 205, 209, 218, 219, 223. 232, 233, 237, 246, 247, 251, 260, 261, 
265, 274, 275, 279, 288-350, 354-388, 392-426, 430-439, 478-502. 506-540, 544-578. 582-615, 619-629. 630- 
656, 657, 658, 663-666, 686, 690-692, 702-703, 708-711, 731, 735-737, 747, 749-751, 760. 763-766, 768-771, 
774, 789-792, 794-797, 801 , 806. 807, 809-811 . 819, 824-833, 840-927. 932. 933, 935-937, 945, 952-962. 964, 
968-972, 977, 980, 982, 990, 991, 997-1007, 1014-1024, 1029, 1030, 1034, 1035. 1039. 1040, 1044, 1045, 

10 1049, 1050, 1054, 1055, 1059. 1060, 1064, 1065, 1069, 1070, 1074, 1075, 1079, 1080. 1084-1089, 1095-1098, 
1107, 1108, 1130-1133, 1135-1138, 115&-1159, 1161-1164, 1168, 1173-1177, 1191-1200, 1202-1294, 1299- 
1303, 1312, 1313, 1319-1329, 1331-1339, 1344-1348, 1357, 1358, 1364-1374, 1376-1386, 1389, 1390, 1394, 
1395, 1399, 1400, 1404, 1405, 1409, 1410, 1414, 1415, 1419, 1420, 1424, 1425, 1429, 1430, 1434, 1435, 1439, 
1440, 1444, 1445, 1449, 1466-1469, 1471-1474, 1492-1495, 1497-1500, 1504, 1509-1513, 1522, 1527-1536, 

15 1538-1630, 1635-1639, 1655-1665, 1667-1675, 1680-1684, 1693, 1694, 1700-1710, 1712-1726, 1730, 1731, 
1735, 1736, 1740, 1741, 1745, 1746, 1750, 1751, 1755, 1756, 1760, 1761. 1765. 1766, 1770, 1771, 1775, 1776, 
1780, 1781, 1785, 1802-1805, 1807-1810, 1828-1831, 1833-1836, 1840, 1845-1849, 1863-1872, 1874-1966, 
1971-1975, 1984, 1985, 1991-2001, 2003-2011, 2016-2020, 2029, 2030. 2036-2046, 2048-2062. 2066, 2067, 
2071 , 2072, 2076, 2077, 2081 , 2082, 2086, 2087, 2091 , 2092, 2096, 2097, 21 01 , 21 02, 21 06, 21 07, 21 1 1 , 21 1 2, 

20 2116, 2117, 2121, 2138-2141, 2143-2146, 2164-2167, 2169-2172, 2176, 2181-2185, 2194, 2199-2208, 2210- 
2302, 2307-2311, 2320, 2321 , 2327-2337, 2339-2347, 2352-2356, 2365. 2366. 2372-2382. 2384-2394, 2397, 
2398, 2402, 2403, 2407, 2408, 2412. 2413, 2417, 2418, 2422, 2423, 2427. 2428. 2432, 2433, 2437, 2438, 2442, 
2443, 2447, 2448, 2452, 2453, 2457, 2474-2477, 2479-2482, 2500-2503, 2505-2508, 2512, 251 7-2521 , 2535- 
2544, 2546-2647. 2656, 2657, 2663-2673, 2675-2683, 2688-2692, 2701. 2702. 2708-2718. 2720-2730, 2733, 

25 2734, 2738. 2739, 2743, 2744, 2748, 2749, 2753, 2754, 2758, 2759, 2763, 2764, 2768, 2769, 2773, 2774, 2778, 
2779, 2783, 2784, 2788, 2789, 2793, 2810-2813, 2815-2818, 2836-2839, 2841-2844, 2848. 2853-2857, 2866, 
2871-2880, 2882-2974, 2979-2983, 2992, 2993, 2999-3009, 3011-3019, 3024-3028, 3037, 3038, 3044-3054, 
3056-3070, 3074, 3075, 3079. 3080. 3084, 3085, 3089, 3090. 3094, 3095, 3099, 3100, 3104, 3105, 3109, 3110, 
3114, 3115, 3119. 3120, 3124, 3125, 3129, 3146-3149, 3151-3154, 3172-3175, 3177-3180, 3189-3193, 3202, 

30 3207-3216, 3218-3310, 3315-3319, 3328, 3329, 3335-3345, 3347-3355, 3360-3364, 3373, 3374, 3380-3390, 
3392-3402, 3405, 3406, 3410, 3411, 3415, 3416, 3420. 3421. 3425, 3426, 3430, 3431, 3435, 3436, 3440, 3441, 
3445, 3446. 3450, 3451, 3455. 3456, 3460, 3461, 3465, 3482-3485, 3487-3490, 3508-3511, 3513-3516, 3520, 
3525-3529, 3538. 3543-3552, 3554-3646, 3652-3655, 3664, 3665, 3671-3681, 3683-3691, 3696-3700, 3709, 
3710, 3716-3726, 3728-3738, 3741, 3742, 3746, 3747, 3751 , 3752, 3756, 3757, 3761, 3762, 3766, 3767, 3771, 

35 3772, 3776, 3777, 3781, 3782, 3786, 3787, 3791, 3792, 3796, 3797, 3801, 3818-3821, 3823-3826, 3844-3847, 
3849-3852, 3856, 3861-3865, 3874, 3875, 3879-3888, 3890-3982, 3987-3991, 4000, 4001 , 4007-4017, 4019- 
4027, 4032-4036, 4045, 4046, 4052-4062, 4064-4076, 4077, 4078, 4082, 4083, 4087, 4088, 4092, 4093, 4097, 
4098,4102, 4103, 4107,4108,4112,4113,4117,4118,4122,4123,4127,4128,4132, 4133,4138,4140-4142, 
4171 , 4173-4175, 4240, 4206-4208, 4237, 4239-4241 , 4382, 4396, 4403, 4405-4407, 4425, 4446, 4448-4450, 

40 4467, 4488, 4490-4492, 4552. 4573, 4575-4577, 4640, 4642. 4644, 4652, 4654, 4656, 4658, 4666, 4668, 4670, 
4672, 4680, 2-2, 2-23, 2-45 and 2-66. 

Still more preferred compounds are Compounds No. 1, 2, 6, 14, 15, 19, 28, 29, 33, 41, 42, 46, 55, 56, 60, 
69, 70, 74, 83, 84, 88, 97, 98. 102, 125, 126, 130, 139, 140, 144, 148, 149, 153, 162, 163. 167, 176, 177, 181, 
190, 191, 195, 204, 205, 209, 218, 219, 223, 232, 233, 237, 238, 246, 247, 251, 260, 261, 265, 274, 275, 279, 

45 288-290, 294-296, 299-301, 326-328, 337-339, 364-366, 375-377, 402-404, 413-415, 478-480, 489-491. 516- 
51 8, 527-529, 554-556, 565-567, 592-594, 603-605, 630-637, 641 , 646-648, 650, 657, 658, 663-666, 686, 690- 
692, 747, 749, 760, 763-766, 768-773, 775, 781, 789-792, 794-800, 801-802, 806, 809-811 , 819, 825-833, 840- 
858. 862-867, 869, 872-883, 888-893, 899-906. 910-920, 926-928, 932, 935-937, 945-946, 952-962, 969-973, 
977, 980-982, 990-991, 997-1007, 1014-1021, 1029, 1030, 1034, 1035, 1039, 1040, 1044, 1045, 1064, 1065, 

50 1069, 1070, 1074, 1075, 1079, 1080, 1084-1089, 1095, 1097, 1107, 1130-1133, 1156-1159, 1168, 1174, 1176, 
1194, 1197-1200, 1202-1294, 1300, 1302, 1312, 1320, 1326-1329, 1331-1339, 1345, 1347, 1357, 1365, 1371- 
1374, 1376-1386, 1389, 1390, 1394, 1395, 1399, 1400, 1404, 1405, 1409, 1410, 1424, 1425, 1429, 1430, 1434, 
1435, 1439, 1440, 1444, 1445. 1449. 1466-1469. 1492-1495, 1504, 1510. 1512, 1530. 1533-1536, 1538-1630, 
1636, 1638, 1656, 1662-1665, 1667-1675, 1681, 1683, 1693, 1701, 1707-1710, 1712-1726, 1730, 1731, 1735, 

55 1736, 1740, 1741, 1745, 1746, 1760, 1761, 1765, 1766, 1770, 1771, 1775, 1776, 1780, 1781, 1785, 1802-1805, 
1828-1831, 1840, 1846, 1848, 1869-1872, 1874-1966, 1972, 1974, 1984, 1992, 1998-2001, 2003-2011, 2017, 
2019, 2029, 2037, 2043-2046, 2048-2062, 2066, 2067, 2071 , 2072, 2076, 2077, 2081, 2082, 2096, 2097, 2101, 
2102, 2106, 2107, 2111, 2112, 2116, 2117, 2121, 2138-2141 , 2164-2167, 2176, 2182, 2184, 2205-2208, 2210- 
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2302, 2308, 2310, 2320, 2328, 2334-2337, 2339-2347, 2353, 2355, 2365, 2373, 2379-2382, 2384-2394, 2397, 
2398, 2402, 2403, 2407, 2408, 241 2, 241 3, 241 7, 241 8, 2432, 2433, 2437, 2438, 2442, 2443, 2447, 2448, 2452, 
2453, 2457, 2474-2477, 2500-2503, 2512, 251 8, 2520, 2541-2544, 2544, 2646, 2656, 2664, 2670-2673, 2675- 
2683, 2689, 2691 . 2701 , 2709, 271 5-271 8, 2720-2730, 2733, 2734, 2738, 2739, 2743, 2744. 2748, 2749, 2753, 
2754, 2768, 2769, 2773, 2774, 2778, 2779, 2783, 2784, 2788, 2789, 2793, 2810-2813, 2836-2839, 2848, 2854, 
2856, 2872. 2877-2880, 2882-2974. 2980, 2982, 2992, 3000, 3006-3009. 3011-3019. 3025, 3027. 3037, 3045, 
3051-3054, 3056-3070, 3074, 3075, 3079, 3080, 3084, 3085, 3089, 3090, 3104, 3105, 3109, 3110. 3114. 3115! 
3119, 3120. 3124, 3125, 3129, 3146-3149, 3172-3175, 3190. 3192, 3213-3216, 3218-3310. 3316, 3318, 3328! 
3336,3342-3345,3347-3355,3361,3363,3373,3381.3387-3390,3392-3402, 3405, 3406, 3410, 3411 , 
3415, 3416, 3420, 3421 , 3425, 3426, 3440, 3441 , 3445, 3446, 3450, 3451 . 3455, 3456, 3460, 3461 , 3465, 3482- 
3485, 3508-3511, 3520, 3526, 3528, 3564, 3549-3552, 3554-3646, 3652, 3654, 3664. 3672. 3678-3681.' 3683- 
3691, 3697, 3699, 3709, 3717, 3723-3726, 3728-3738, 3741, 3742. 3746, 3747, 3751, 3752, 3756, 3757, 3761, 
3762, 3776, 3777, 3781, 3782, 3786, 3787, 3791, 3792, 3796, 3797, 3801, 3818-3821. 3844-3847, 3856. 3862. 
3864, 3875, 3885-3888, 3890-3982, 3988, 3990, 4000, 4008. 4014-4017. 4019-4027, 4033, 4035, 4045, 4053, 
4059-4062, 4064-4076, 4077, 4078, 4082. 4083, 4087, 4088, 4092, 4093, 4097, 4098, 4112, 4113, 4117, 4118! 
4122,4123,4127,4128,4132,4133,4138,4140,4142,4147,4172,4173,4175,4204, 4206, 4208,4237,4239! 
4241 , 4382, 4396, 4403, 4405, 4407, 4425, 4446, 4448, 4450, 4467. 4488, 4490, 4492, 4552, 4573, 4575, 4577, 
4577, 4644, 4652, 4658, 4667, 4670, 4672, 4680, 2-2, 2-23, 2-45 and 2-66. 

The most preferred compounds are Compounds No.: 
299. 1-{3-[N^2-Quinoxalinecaifconyi)-L-aspa 
prolinamide; 

527. 1-{3-[N2-(4-Aminophenoxyacetyl)-L-asparaginyl3amino-2 -hydroxy-4-phenylbutyryl]-4-chloro-N-t-butyi- 
L- prolinamide; 

565. 1-[{3-IN^(4-Benzyloxycartonylaminophenoxy)acetyl-L-asparaginyl3amino-2-hy 
4-chloro-N-t-butyl-L-prol i namide; 

630. 1-{3-|HH4-Aminophenoxyacetyl)-L-aspa 
mide; 

637. 1-[3-{NM4-(N,N-Dimethylamino)phenoxya 
butyt-L-proli namide; 

641 . 1 -[3-{NM4~(Methylamino)phenoxyacetyi]^ 
prolinamide; 

643. 1-[3-{NH4-(Benzyloxycart)ony!aminG) 
N-t-butyl-L-prolinamide; 

4147. 1-{3-(N^(7-Methoxy-2-benzofurancarbonyl)-L-asparaginyl]amino-2-hydroxy-4-D 

ro-N-t- butyl- L-prol i nam id e; 

4173. 1-{3-|l^(6-Amino-2-quinoxalinecaroon 

N-t-butyl-L-prolinamide; 

4175. 1-{3-[N^(1-Methylindazol-3-ylca^ 

butyl-L-prolinamide; 

and pharmaceutical ly acceptable salts and esters thereof. 

The compounds of the present invention can be prepared by a variety of methods well known in the art 
for the preparation of oligopeptides, which generally consist in building the oligopeptide from smaller peptides 
and/or amino-acids. 

Thus, in general terms, the present invention provides a process for preparing a compound of formula (I) 
which comprises reacting at least two peptides and/or amino-acids or reactive derivatives thereof, and, if nec- 
essary, removing protecting groups, to form said compound of formula (I). 

In more detail, the peptide derivatives of the present invention may be prepared by the following Reaction 
Schemes A and B: 
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Reaction Scheme A: 
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Reaction Scheme R? 




In the above formulae, R 1 , R 2 , R 3 , R 4 , Aand R 5 are as defined above. R 6 and R 7 each represents an amino- 
protecting group, or, where R 8 represents a normal amino- protecting group, R 7 represents a hydrogen atom. 
Alternatively, R 8 and R 7 together may represent an arylmethyiene group, in which the aryl part is substituted 
with a lower alkyl, lower alkoxy, hydroxy or heterocyclyl group, all of which may be as defined and exemplified 
above. There is no particular limitation upon the nature of the amino-protecting group represented by R 8 , and 
any such group conventionally used as an amino-protecting group may equally be here. Preferred examples 
of such amino-protecting groups include: 

the aliphatic acyl groups defined and exemplified above; 

aromatic acyl groups, including arylcarbonyl groups (such as the benzoyl! ct-naphthoyl and p-naphthoyl 
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groups), halogenated arylcarbonyl groups (such as the 2- bromo benzoyl and 4-chlorobenzoyl groups), lower 
alkyl -substituted arylcarbonyl groups (such as the 2, 4, 6- tri methyl benzoyl and 4-toluoyl groups), lower alkoxy- 
substituted arylcarbonyl groups (such as the 4-anisolyi group), nitrated arylcarbonyl groups (such as the 4- 
nitrobenzoyl and 2-nitrobenzoyl groups), lower alkoxycarbonyl-substituted arylcarbonyl groups [such as the 
5 2-(methoxycarbony1) benzoyl group] and aryl-substituted arylcarbonyl groups (such as the 4-phenylbenzoyl 
group); 

al koxy carbon yl groups, including the lower alkoxycarbonyl groups (such as the m ethoxycarbonyl, 
ethoxycarbonyl, t-butoxycarbonyl and isobutoxycarbonyl groups), lower alkoxycarbonyl groups substituted 
with a halogen atom or a with tri (lower alkyl)silyl group (such as the 2,2,2-trichloroethoxycarbonyl and 2-tri- 
10 met hylsily I ethoxycarbonyl groups); 

alkenyloxycarbonyl groups, such as the vinyloxycarbonyl and allyloxycarbonyl groups; 
aralkyloxycarbonyl groups, which may be as defined and exemplified above, but in which the aryl ring 
is preferably unsubstituted or is substituted by 1 or 2 lower alkoxy or nitro groups, such as the benzyloxycar- 
bonyl, 4-methoxybenzyloxycarbonyi, 3,4-dimethoxybenzyloxycarbonyl, 2-nitrobenzyloxycarbonyl and 4-nitro- 
15 benzyl oxycarbony I groups; 

silyl groups, including the tri (lower alkyi)silyl groups (such as the trimethytsilyl, triethylsilyl, isopropyldi- 
methylsilyl, t-butyldimethylsiiyl, methyldiisopropylsilyl, methyldi-t-butylsilyi and triisopropylsilyl groups); and 
tri-substituted silyl groups substituted with 1 or 2 aryl groups and, correspondingly, 2 or 1 alkyl groups 
(such as the diphenytmethyl silyl, di phenyl butylsilyl, di phenyl isop no pyl silyl and phenyldiisopropylsilyl groups). 
20 In the case of the above protecting groups represented by R 6 , R 7 preferably represents a hydrogen atom. 

Alternatively, R 6 and R 7 may each represent an aralkyl group, such as those defined and exemplified 
above. As a further alternative, R e and R 7 may together form a substituted methylene group capable of forming 
a Schiff s base such as a N,N-dimethylaminomethylene, benzylidene, 4-methoxybenzylidene, 4- nitro benzyl i- 
dene, salicylidene, 5-chlorosalicylidene, diphenylmethylene or (5-chloro-2-hydroxyphenyl)phenylmethylene 
25 group. 

More preferably, R 6 represents an alkoxycarbonyl, aralkyloxycarbonyl or arylmethyl group, and most pre- 
ferably a t-butoxycarbonyl, benzyloxycarbonyl, 4-methoxybenzyloxycarbonyl or benzyl group. In these cases, 
R 7 preferably represents a hydrogen atom. 

R 8 represents a hydrogen atom or a carboxy-protecting group. Examples of such groups include the lower 
30 alkyl groups, halogenated lower alkyl groups and aralkyl groups defined and exemplified above; preferably a 
lower alkyl or aralkyl group. 

Step A1 

35 In Step A1 of Reaction Scheme A, a compound of formula (II) or a reactive derivative thereof is reacted 

with an amino compound of formula (III) to produce a compound of formula (IV). 

This reaction can be carried out according to conventional procedures for peptide synthesis, for example, 
using the azide method, the active ester method, the mixed anhydride method or the condensing method. 

40 Azide method: 

In the azide method, the reaction is carried out by treating an amino acid or its ester derivative with hy- 
drazine in an inert solvent at about room temperature to produce hydrazide, reacting the hydrazide with a ni- 
trous acid compound to convert it to an azide compound and subsequently reacting the azide compound with 
45 an amine compound of formula (III). 

Examples of nitrous acid compounds which may be used include: alkali metal nitrites, such as sodium ni- 
trite; and alkyl nitrites, such as isoamyl nitrite. 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
50 on the reagents involved and that it can dissolve the reagents, at least to some extent. Examples of suitable 
solvents include: amides, especially fatty acid amides, such as dimethylform amide or dimethyl acetamide; sulf- 
oxides, such as dimethyl sulfoxide; and pyrrolidones, such as N-methylpyrrolidorie. 

The last two reactions in this step, that is production of the azide compound and its reaction with the amine 
of formula (III), are normally carried out without isolation of the intermediate azide compound. The reactions 
55 can take place over a wide range of temperatures, and the precise reaction temperature is not critical to the 
invention. In general, we find it convenient to employ a temperature of from -50° to 0°C in the first part of this 
reaction and from -10°C to 10°C in the second part. The time required for the reactions may also vary widely, 
depending on many factors, notably the reaction temperature and the nature of the reagents and solvent em- 
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ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 
of from from 5 minutes to 1 hour in the first of these reactions and from 10 hours to 5 days in the second will 
usually suffice. 

5 Active ester method: 

In the active ester method, the reaction is carried out by reacting an amino acid with a reagent to prepare 
an active ester, and subsequently reacting this with an amine compound of formula (III). 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 

10 striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 
solvents include: halogen ated hydrocarbons, especially halogenated aliphatic hydrocarbons, such as methy- 
lene chloride or chloroform; ethers, such as diethyl ether or tetrahydrofuran; and amides, such as dimethyl- 
fbrmamide or dimethylacetamide. 

15 Examples of the reagents used for the preparation of the active ester include: N-hydroxy compounds, such 

as N-hydroxysuccinimide, 1 -hydroxy benzotriazole and N-hydroxy-5-norbornene-2,3-dicarboxyimide. The re- 
action for preparing the active ester is preferably carried out in the presence of a condensing agent, such as 
dicyclohexyf carbodiimide (DCC). The coupling reaction is normally and preferably carried out in the presence 
of a condensing agent, such as 1,r-oxalyldiimidazole, 2,2'-dipyridyl disulfide, N,N'-disuccinimidyl carbonate, 

20 diphenylphosphoryl azide (DPPA), diethyiphosphoryl cyanide (DEPC), N,N'-bis(2-oxo-3-oxazolidinyl)phos- 
phinic chloride (BOP-CI), N.N'-carbonyldiimidazole, N,N'-disuccinimidyl oxalate (DSO), N.N'-diphthalimide ox- 
alate (DPO), N.N'-bis (norbornenyt succinimidyl) oxalate (BNO), 1,1'-bis(benzotriazolyl) oxalate (BBTO), 1,1'- 
bis(6-chlorobenzotriazolyl) oxalate (BCTO), 1,r-bis(6-trifluoromethyfbenzotriazolyi) oxalate (BTBO) or tris- 
pyrrolidino-phosphonium hexafluorophosphate (PyBrOP). 

25 The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 

not critical to the invention. The time required for the reaction may also vary widely, depending on many factors, 
notably the reaction temperature and the nature of the reagents and solvent employed. In general, the prefer- 
red reaction temperature ranges from -10° to 25°C for the preparation of the active ester and is about room 
temperature in the coupling reaction of the active ester with the amine. The time required for each reaction is 

30 normally from 30 minutes to 10 hours. 

Mixed anhydride method: 

{ 

In the mixed anhydride method, the reaction is carried out by producing a mixed anhydride of the amino 
35 acid of formula (II) and then reacting the resulting anhydride with an amine of formula (III). 

The preparation of the mixed anhydride may be carried out by reacting the amino acid with a lower alkyl 
haloformate, such as ethyl chloroformate or isobutyl chloroformate, a di(lower alkyl) phosphoryl cyanide, such 
as diethyiphosphoryl cyanide (DEPC), or a diphenylphosphoryl azide (DPPA). The reaction is normally and 
preferably effected in the presence of a solvent. There is no particular restriction on the nature of the solvent 
40 to be employed, provided that it has no adverse effect on the reaction or on the reagents involved and that it 
can dissolve the reagents, at least to some extent. Examples of suitable solvents include: ethers, such as die- 
thyl ether or tetrahydrofuran; and amides, such as dimethyiform amide or dimethylacetamide. 

The reaction is preferably carried out in the presence of an organic amine such as triethylamine or N-me- 
thylmorphoiine. The reaction can take place over a wide range of temperatures, and the precise reaction tem- 
45 perature is not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature 
of from -10°C and 25°C. The time required for the reaction may also vary widely, depending on many factors, 
notably the reaction temperature and the nature of the reagents and solvent employed. However, provided that 
the reaction is effected under the preferred conditions outlined above, a period of from 30 minutes to 5 hours 
will usually suffice. 

so The reaction of the resulting mixed anhydride with the amine of formula (III) is normally and preferably 

effected in the presence of a solvent There is no particular restriction on the nature of the solvent to be em- 
ployed, provided that it has no adverse effect on the reaction or on the reagents involved and that it can dissolve 
the reagents, at least to some extent. Examples of suitable solvents include: ethers, such as diethyl ether or 
tetrahydrofuran; and amides, such as dimethylformamide or dimethylacetamide. The reaction can take place 

55 over a wide range of temperatures, and the precise reaction temperature Is not critical to the invention. In gen- 
eral, we find it convenient to carry out the reaction at a temperature of from 0°C to room temperature. The time 
required for the reaction may also vary widely, depending on many factors, notably the reaction temperature 
and the nature of the reagents and solvent employed. However, provided that the reaction is effected under 
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the preferred conditions outlined above, a period of from 1 to 24 hours will usually suffice. 
Condensing method: 

5 In the condensing method, the amino acid of formula (II) is reacted directly with the amine of formula (III) 

in the presence of a condensing agent, such as dicyclohexyl carbodiimide or carbodiimidazole. This conden- 
sation reaction is essentially the same as that described above in the preparation of the active ester and may 
be carried out using the same reagents and under the same reaction conditions. 

10 Step A2 

In Step A2, a compound of formula (V) is prepared by removing the ami no-protecting group or groups from 
the compound of formula (IV). 

Where the amino-protecting group is a silyl group, it can normally be removed by treatment with a com- 

15 pound capable of forming a fluoride anion, for example, tetrabutylammonium fluoride or potassium fluoride. 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 
solvents include ethers, such as diethyl ether, tetrahydrofuran ordioxane. 

20 The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 

not critical to the invention. In general, we find it convenient to carry out the reaction at about room temperature. 
The time required for the reaction may also vary widely, depending on many factors, notably the reaction tem- 
perature and the nature of the reagents and solvent employed. However, provided that the reaction is effected 
under the preferred conditions outlined above, a period of from 10 to 18 hours. will usually suffice. 

25 Where the amino-protecting is an alkoxy carbon yl group, such as a t-butyloxycarbonyl group, it can be re- 

moved by treatment with an acid. 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 

30 solvents include: amides, such as dimethylformamide ordimethylacetamide; ethers, such as diethyl ether, dii- 
sopropyl ether, tetrahydrofuran, dioxane, dimethoxyethane ordiethylene glycol dimethyl ether; alcohols, such 
as methanol, ethanol, propanol, isopropanol, butanol, isobutanoi, t-butanol, isoamyl alcohol, diethylene glycol, 
glycerine, octanol, cyclohexanoi or ethylene glycol monomethyl ether and halogenated hydrocarbons, espe- 
cially halogenated aliphatic hydrocarbons, such as methylene chloride, chloroform or trichloroethane. 

35 The nature of the acid used in this reaction is not particularly critical, and any acid commonly used in this 

type of reaction may equally be used here. Preferred examples include: inorganic acids, such as hydrochloric 
acid; organic acids, such as trifiuoroacetic acid; and Lewis acids, such as boron trifluoride etherate. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 

40 0°C to 30 Q C. The time required for the reaction may also vary widely, depending on many factors, notably the 
reaction temperature and the nature of the reagents and solvent employed. However, provided that the reaction 
is effected under the preferred conditions outlined above, a period of from 20 minutes to 1 hour will usually 
suffice. 

Where the amino-protecting group is an aliphatic acyl group, an aromatic acyl group or a substituted me- 
45 thylene group capable of forming a Schiffs base, it can be removed by treatment with an acid or base in the 
presence of an aqueous solvent. 

The nature of the acid used is not particularly critical, and any acid commonly used in this type of reaction 
may equally be used here. Preferred examples include inorganic acids, such as hydrochloric acid, sulfuric acid, 
phosphoric acid or hydrobromic acid. There is likewise no particular limitation upon the nature of the base used, 
50 provided that it has no adverse effect on other parts of the compound. Preferred examples of bases which 
may be used include: alkali metal alkoxides, such as sodium methoxide; alkali metal carbonates, such as so- 
dium carbonate or potassium carbonate; alkali metal hydroxides, such as sodium hydroxide or potassium hy- 
5 droxide; and ammonia, for example aqueous ammonia or concentrated methanolic ammonia. 
Hydrolysis using a base may sometimes be accompanied by isomerization. 
.55 The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 

striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent, although the solvent 
is preferably aqueous. Examples of suitable solvents include: water; organic solvents, such as alcohols (for 
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example methanol, ethanol or propanol) and ethers (for example tetrahydrofuran or dioxane); and mixtures of 
water and one or more of these organic solvents. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
0° to 1 50°C in order to reduce side reactions. The time required for t he reaction may also vary widely, depending 
on many factors, notably the reaction temperature and the nature of the reagents, base and solvent employed. 
However, provided that the reaction is effected under the preferred conditions outlined above, a period of from 
1 to 1 0 hours will usually suffice. 

Where the ami no-protecting group is an aralkyfoxycarbonyl group, it can be removed by reduction in an 
inert solvent in the presence of a catalyst 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 
solvents include: ethers, such as diethyl ether, diisopropyl ether, tetrahydrofuran, dioxane, dimethoxyethane 
or diethylene glycol dimethyl ether and alcohols, such as methanol, ethanol, propanol, isopropanol, butanol, 
isobutanol, t-butanoi, isoamyl alcohol, diethylene glycol, glycerine, octanol, cyclohexanol or ethylene glycol 
monomethyl ether. 

The nature of the catalyst used is also not critical, and any catalyst commonly used for catalytic reduction 
may equally be employed here. Examples of catalysts which may be used in the catalytic reduction include: 
palladium on charcoal and palladium black. 

The reaction is carried out in the presence of hydrogen, preferably in an atmosphere of hydrogen, suitably 
at a pressure of from 1 to 10 atmospheres, although the exact hydrogen pressure is not critical. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at about room temperature. 
The time required for the reaction may also vary widely, depending on many factors, notably the reaction tem- 
perature and the nature of the reagents and solvent employed. However, provided that the reaction is effected 
under the preferred conditions outlined above, a period of from 1 to 8 hours will usually suffice. 

Where the amino-protecting group is an arylmethyi group, it can be removed: by contacting the protected 
compound with a reducing reagent in a solvent or, and preferably, by catalytic reduction at room temperature 
in the presence of a catalyst; or by using an oxidizing reagent. 

In the case of deprotection by means of catalytic reduction, the reaction is normally and preferably effected 
in the presence of a solvent. There is no particular restriction on the nature of the solvent to be employed, 
provided that it has no adverse effect on the reaction or on the reagents involved and that it can dissolve the 
reagents, at least to some extent Examples of suitable solvents include: alcohols, such as methanol, ethanol 
or isopropanol; ethers, such as diethyl ether, tetrahydrofuran or dioxane; aromatic hydrocarbons, such as tol- 
uene, benzene or xylene; aliphatic hydrocarbons, such as hexane or cyclohexane; este*rs, such as ethyl acetate 
or propyl acetate; aliphatic acids, such as formic acid or acetic acid; mixtures of one or more of these organic 
solvents and water; and mixtures of one or more aliphatic acids and one or more alcohols. 

There is also no particular limitation upon the nature of the catalyst used, and any catalyst commonly used 
in catalytic reduction reactions may equally be employed here. Preferred examples of such catalysts include: 
palladium black, palladium on charcoal, Raney nickel, platinum oxide, platinum black, rhodium on alumina, tri- 
phenylphosphine-rhodium chloride and palladium on barium sulfate. 

The reaction is carried out in the presence of hydrogen, preferably in an atmosphere of hydrogen, suitably 
at a pressure of from 1 to 10 atmospheres, although the exact hydrogen pressure is not critical. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
0°C to 100°C. The time required for the reaction may also vary widely, depending on many factors, notably 
the reaction temperature and the nature of the reagents and solvent employed. However, provided that the 
reaction is effected under the preferred conditions outlined above, a period of from 5 minutes to 24 hours will 
usually suffice. 

In the case of oxidative deprotection, the reaction is normally and preferably effected in the presence of 
a solvent, preferably an aqueous organic solvent There is no particular restriction on the nature of the solvent 
to be employed, provided that it has no adverse effect on the reaction or on the reagents involved and that it 
can dissolve the reagents, at least to some extent. Examples of suitable solvents include: ketones, such as 
acetone; halogenated hydrocarbons, such as methylene chloride, chloroform or carbon tetrachloride; nitriles, 
such as acetonitrile; ethers, such as diethyl ether, tetrahydrofuran or dioxane; amides, such as dimethylfbr- 
mamide, dimethyiacetamide or hexamethyfphosphoric triamide; and sulfoxides, such as dimethyl sulfoxide. 

There is also no particular limitation upon the nature of the oxidizing reagent, and any conventional oxid- c 
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izing agent may be used. Preferred examples include: potassium persulfate, sodium persulfate, ammonium 
cerium nitrate (CAN) and 2,3-dichloro-5,6-dicyano-pj-benzoquinone (DDQ). 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
5 0°C to 150°C. The time required for the reaction may also vary widely, depending on many factors, notably 
the reaction temperature and the nature of the reagents, catalyst and solvent employed. However, provided 
that the reaction is effected under the preferred conditions outlined above, a period of from 10 minutes to 24 
hours will usually suffice. 

Where the amino-protecting group is a diarylmethyl group, it can be removed in a similar manner to that 
10 described above for the deprotection of an arylmethyl group. 

Where the amino-protecting group is an alkenyloxycarbonyl group, it can normally be removed by treat- 
ment with a base in a similar manner to that described above for the de protecting reaction used when the ami- 
no-protecting group is an aliphatic acyl, aromatic acyl or alkoxycarbonyl group, or a substituted methylene 
group capable of forming a Schiff s base. 
15 Where the amino-protecting group is an allyloxycarbonyl group, it can be removed particularly simply by 

using palladium and triphenylphosphine or nickel tetracarbonyl, which has the advantage that side reactions 
can be suppressed. 

Step A3 

20 

In Step A3, the compound of formula (I) of the present invention can be prepared by reacting the compound 
of formula (V) with a compound of formula (VI) or with a reactive derivative thereof. This reaction is essentially 
the same as that described in Step A1, and may be carried out using the same reagents and reaction condi- 
tions. 

25 Reaction Scheme B provides an alternative method of preparing the compound of formula (I) of the present 

invention. 

Step B1 

30 In Step B1 , a compound of formula (VIII) is prepared by reacting an amino-acid compound of formula (VII) 

with a compound of formula (VI) or with a reactive derivative thereof. This reaction is essentially the same as 
that described in Step A1 , and may be carried out using the same reagents and reaction conditions. 

Step B2 

35 

In Step B2, a compound of formula (IX) is prepared by removing the carboxy-protecting group from the 
compound of formula (VIII). 

Although the deprotecting reaction employed will depend upon the nature of the protecting group, it can 
be carried out by methods well known in this field, for example as follows. 
40 Where the carboxy-protecting group is a lower alkyl group, it can be removed by treatment with an acid 

or base. 

There is no particular limitation on the nature of the acid employed in this reaction, although we generally 
find it convenient to use hydrochloric acid, sulfuric acid, phosphoric acid or hydrobromic acid. There is likewise 
no particular limitation upon the nature of the base used, provided that it has no adverse effect upon the other 
45 parts of the compound. Suitable bases include, for example: alkali metal carbonates, such as sodium carbonate 
or potassium carbonate; alkali metal hydroxides, such as sodium hydroxide or potassium hydroxide; and con- 
centrated methanolic ammonia. 

Hydrolysis by a base may sometimes be accompanied by isomerization. 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
so striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent, and any solvent com- 
monly used for hydrolysis reactions may equally be used here. Examples of suitable solvents include: water; 
and mixtures of water and one or more organic solvents, such as alcohols (for example methanol, ethanol or 
propanol) or ethers (for example tetrahydrofuran or dioxane). 
55 The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 

not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
0°C to 150°C in order to reduce side reactions. The time required for the reaction may also vary widely, de- 
pending on many factors, notably the reaction temperature and the nature of the reagents and solvent em- 
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ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 
of from 1 to 24 hours will usually suffice. 

Where the carboxy-protecting group is a diaryl-substituted methyl group, such as a diphenylmethyl group, 
it can normally be removed by treatment with an acid. The reaction is normally and preferably effected in the 

5 presence of a solvent There is no particular restriction on the nature of the solvent to be employed, provided 
that it has no adverse effect on the reaction or on the reagents involved and that it can dissolve the reagents, 
at least to some extent. Examples of suitable solvents include aromatic hydrocarbons, such as anisole. Suitable 
acids include fluorinated organic acids, such as trifluoroacetic acid. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 

w not critical to the invention. In general, we find it convenient to carry out the reaction at about room temperature. 
The time required for the reaction may also vary widely, depending on many factors, notably the reaction tem- 
perature and the nature of the reagents and solvent employed. However, provided that the reaction is effected 
under the preferred conditions outlined above, a period of from 30 minutes to 10 hours will usually suffice. 
Where the carboxy-protecting group is an arylmethyl or halogenated lower alkyl group, it can normally be 

15 removed by contacting the protected compound with a reducing reagent. The preferred reducing agent will de- 
pend on the nature of the group to be removed. 

For example, where the carboxy-protecting group is a halogenated lower alkyl group, it can preferably be 
removed by using zinc and acetic acid; where the carboxy-protecting group is an arylmethyl group, it can be 
removed by catalytic reduction in the presence of a catalyst such as palladium on charcoal or platinum, or using 

20 an alkali metal sulfide, such as potassium sulfide or sodium sulfide. 

These reactions are normally and preferably effected in the presence of a solvent. There is no particular 
restriction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction 
or on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 
solvents include: alcohols, such as methanol or ethanol; ethers, such as tetrahydrofuran ordioxane; aliphatic 

25 acids, such as acetic acid; and mixtures of one or more of these organic solvents and water. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
0°C to about room temperature. The time required for the reaction may also vary widely, depending on many 
factors, notably the reaction temperature and the nature of the reagents, the reducing agent and solvent em- 

30 ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 
of from 5 minutes to 12 hours will usually suffice. 

Step B3 

35 In Step B3 of Reaction Scheme B, the compound of formula (I) of the present invention is prepared by 

reacting a compound of formula (IX) with a compound of formula (IV) or with a reactive derivative thereof. This 
reaction is essentially the same as that described in Step A1 , and may be carried out using the same reagents 
and reaction conditions. 

If desired, where the amino group of the compound of formula (VI) is protected, after completion of the 
40 reaction in Step A3 or B3, the ami no-protecting group may be removed to afford the compound of formula (I) 
of the present invention having a free amino group. Where some compounds in these methods have a protected 
group, by repeating Step A2 (for deprotection) and/or Step A3 (for elongation of peptide chain), other com- 
pounds of formula (I) of the present invention may be prepared. 

In each of the steps described above, the product of each reaction can be recovered from the reaction 
45 mixture by conventional means after completion of the reaction. An example of one such recovery technique 
comprises: neutralizing the reaction mixture; if insoluble materials exist, removing them, e.g. by filtration; add- 
ing a water-immiscible organic solvent; washing the mixture with water; and distilling off the solvent The de- 
sired compound obtained can, if necessary, be further purified by conventional means, for example, by recrys- 
taliization, reprecipitation or the various chromatography techniques, notably column chromatography or prep- 
50 aratrve thin layer chromatography. 

The starting compounds used in these reactions are either known or can readily be prepared by well-known 
methods. For example, the compounds of formulae (II) and (VI) may be synthesized by the method described 
by R. Heranz et al. in Synthesis, 703-706 (1989) and by M. T. Reetz et al. in Tetrahedron Letters, 29, 3295- 
3298(1988). 

55 The biological activity of the compounds of the present invention is illustrated by the following Experiments. 
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EXPERIMENT 1 



Assay of The Inhibition of HIV Pol Protease 



5 The ability of the compounds of the present invention to inhibit the activity of the HIV po[ protease may 

be demonstrated by assaying the activity of the HIV pol protease in the presence of the test compound, and 
using a synthetic substrate. The HIV po[ protease may be expressed in E. coli for this purpose. The K,, that is 
the dissociation constant of the enzyme- inhibitor complex, measured according to the equation 



10 




[in which [E] is the concentration of enzyme, [I] is the concentration of inhibitor and [El] is the concentration of 
E + l], 

is a measure of the activity of the compounds of the invention. 



15 a) Construction of the expression vector 



Using the appropriate restriction enzymes, the sequence between the Clat site in the gag region and the 
EcoRI site in the go[ region was excised from done BH10. The BH10 clone [Flossie Wong-Staal et al„ Nature 
(1985), 313 , 277-284] contains the main part of the HTLV NIB provirus. The fragment obtained was cloned 
20 into plasmid pBR322 at the corresponding restriction sites (Clal - EcoRI), with deletion of the existing fragment 
in pBR322 at that location. 

The sequence between the BamHI and Clal sites in the pBR322 plasmid produced above, upstream of 
the Clal to EcoRI fragment, was excised using the appropriate restriction enzymes, and the cleaved plasmid 
was then ligated with a synthetic nucleotide sequence, designated TE-1. The fragment TE-1 is known and is 
25 described in, for example, European Patent Publication No. 498,680. 

The Bglil to BamHI fragment of the T7 promoter region [Barbara A. Moffatt et aL, J. Mol. Biol. (1986), 189 , 
113-130] was then inserted into the BamHI site of the resulting plasmid, with the result that it was positioned 
upstream of the TE-1 sequence. 

In order to enhance expression of the gafl and po[ regions, a frame shift mutation was then introduced 
30 into the plasmid in the following manner. The plasmid was digested with Bglll, and the recessed 3' ends were 
filled in using the Kienow fragment. The resulting blunt ends of the linearized plasmid were then religated with 
T4 DNA ligase to give the expression vector, pT7HIV.GP(-), containing a part of both of the HIV gag and pol 
regions. 



35 b) Expression in Escherichia coli 



pT7HIV.GP(-), prepared as described above, was then introduced into an E. co[i host containing the T7 
polymerase gene [(DE-3) Barbara A. Moffatt et a[., J. Mol. Biol. (1986), 189 , 113-130] using standard proce- 
dures. The resulting transformant was incubated at 37°C in M9CA-10% LB medium [9 parts M9CA medium 
40 (Na 2 HP0 4 .12H 2 , 42 mM; KH 2 P0 4 , 22 mM; NaCI, 8.6 mM; NH 4 CI, 18.7 mM; Casamino acids, 2.0 g/l; MgSQ 4 , 
2 mM; CaCI 2 , 0.1 mM; glucose, 0.2% w/v) and 1 part LB medium (Bacto-tryptone, 10 g/l; Bacto-yeast extract, 
5 g/l; NaCI, 10 g/l)], containing 200 ug/mi of ampicillin, until the absorbancy at 600 nm reached 2. 

0.4 mM of isopropylthio-p-D-galactoside was then added to the culture medium, after which incubation 
was continued for a further 3 hours. 
45 At the end of this time, the bacterial cells were collected and preserved at -80°C. 



c) Purification of the enzyme 



Expression of the plasmid pT7HIV.GP(-) by the E. coM host results in the formation of a polyprotein which 
so includes the HIV protease. The polyprotein is digested by the cells in order to produce the HIV protease. 

The bacterial cells in 2 liters of culture medium were pelleted, and these pelleted cells were then re-sus- 
pended in 60 ml of Buffer A: 



Buffer A 

55 

50 mM tris HCI (pH 7.5), 
1 mM dithiothreitol, 
0.7% w/v lysozyme, 
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10 fig/ml aprotinin, 

5 mM ethylenediaminetetraacetic acid, 
10 ng/ml benzamide, 
1 mM fluorophenyfmethyl sulfonic acid, 
10% v/v glycerin; 

and allowed to stand for 10 minutes at 0°C. Triton X-100™ (0.1% w/v) was added to the suspension and the 
suspension was then allowed to stand for a further 10 minutes at 0°C. 

The suspension was then frozen and thawed four times. 0.1 mg DNase and 10 mM magnesium chloride 
were then added to the suspension so as to decompose any DNA present 

The suspension was then centrifuged at 10,000 x g for 15 minutes, and the supernatant obtained was run 
on a DEAE Sephadex™ A25 chromatography column (50 mm inner diameter by 200 mm) equilibrated with Buf- 
fer B. Buffer B was also used as the eluent 

Buffer B: 

50 mM HEPES (N^-hydroxyethylpiperazine-N^-ethanesulfonic acid) (pH 7.8), 
1 mM dithiothreitol, 
10 tig/ml aprotinin, 

5 mM ethylenediaminetetraacetic acid, 
10 ng/ml benzamide, 
1 mM fluorophenylmethylsulfonic acid, 
10% glycerin. 

Biologically active fractions were collected from the column. Proteins were precipitated by the addition of 
ammonium sulfate to a final concentration of 60% w/v. The precipitate was then dissolved in 2 ml of Buffer C: 

Buffer C: 

50 mM tris HCI (pH 7.5), 
1 mM dithiothreitol, 

1 mM ethylenediaminetetraacetic acid, 

200 mM sodium chloride; * 
and the resulting solution was then run on a TSK G2000SW ™ gel filtration column (7.5 mm inner diameter 
by 600 mm; To-So Co., Tokyo, Japan), eluted with Buffer C at a flow rate of 0.5 ml/min. 

Biologically active fractions obtained from this column were collected and were then concentrated to half 
of their original volume using a 1 0kD ultra-filter. The resulting enzyme solutions were stored at -80°C. 

d) Activity assay 

A reaction mixture containing 1 mM or 1.5 mM of the substrate TE-2, having the structure described in 
European Patent Publication No. 498,680, 1 uJ of the desired concentration of the compound to be tested (dis- 
solved in dimethyl sulfoxide comprising 20% v/v water), 2 ^ of the enzyme solution prepared as described in 
step (c). above, and buffer solution [50 mM tris HCI (pH 6.0), 0.25 M sodium chloride, 0.1 mM ethylenediami- 
netetraacetic acid, 0.1 mM Triton X-100] to form 10 uJ in total, was incubated for 30 minutes at 37°C. 

The reaction was stopped by the addition of 250 ^ of a 0.1% w/v solution of aqueous trifluoroacetic acid 
and 10% v/v acetonitrile. The reaction mixture was then subjected to Sep-pak light™, chromatography (Waters 
Co., Milford, Ma., USA), and the fractions passing through the column were collected. 

The substrate TE-2 is decomposed by the HIV protease to form a shortened peptide of four amino acids, 
(TE-3; having the structure described in European Patent Publication No. 498,680). The amount of TE-3 
formed was assayed quantitatively using a high performance liquid chromatography (HPLC) column [ODS- 
120T (Trade Mark), 4.6 mm in inner diameter X 250 mm, To-So Co.] using a mixture of 9% acetonitrile-0.05% 
trifluoroacetic acid as the eluting solvent. 1 

The K, in nM was calculated according to the method of Michael is- Menten using the equation given above. 



282 



EP0 587 311 A1 



TABLE 3 

5 ' — — _ 

Compound No. 



10 



20 



4 


56 


1 


8 


14 


4 


17 


18 


21 


37 


20 


49 


16 


14 


18 


30 


Ro3 1-8959 


58 



. 7 
.5 



25 



Ro 31-8959 is 3-t-butylaminocarbonyl-2-{(2R-,3^-3-[(N-2'-quinolinecarbonyl-L-asparaginyO 
droxy-4-phenylbutyi}-(3S,4aS f 8aS)-decahydroisoquinoline, and has the formula: 

30 



35 



40 




NH 2 NHC(CH 3 ) 3 



RO 31-8959 

EXPERIMENT 2 

Inhibition of the Release of Virus from Molt 4 Cells Chronically Infected with HIV (Molt 4/HTLV 1MB) 

55 

A Molt 4 cell line chronically infected with HIV, that is with HTLVIUB, was established (Molt 4/HTLVIIIB). 
The cells were washed twice with growth medium (RPMI-1640 medium containing 10% v/v heat- inactivated 
fetal calf serum). The washed cells were then inoculated into growth medium at a density of 2 x 10 5 cells/ml, 

283 



EP0 587 311 A1 



in the presence of selected concentrations of test compounds, at 37°C, and cultured under an atmosphere of 
5% carbon dioxide. 

After 48 hours, the test cultures were spun down at 1000 x g for 3 minutes, and the supernatant was col- 
lected. Polyethylene glycol 6000 was added to the supernatant to a final concentration of 10% w/v, and the 
5 resulting solution was left to stand for 6 hours on ice. Virions precipitated by this procedure were subsequently 
obtained as a pellet by centrifuging the treated supernatants for 30 minutes at 10000 x g. The amount of HIV 
antigen in the pellets was then determined using a commercial enzyme immunoassay (EIA) system [HIV an- 
tigen EIA kit, available from Abbot]. 

ICso (the minimum concentration of test compound sufficient to reduce the amount of HIV antigen produc- 
10 tion by 50%, as determined by the EIA system) was used as a measure of antnHIV activity. 
The results are shown in Table 4. 



TABLE 4 



Compound 


IC50 uo,/ml 


Compound of Example 14 
Ro 31-8959 


0.39 
>20.0 



From these results, it can be seen that the novel peptide derivatives of the present invention have an ex- 
cellent inhibiting activity against protease originating in the human immunodeficiency virus (HIV), and in ad- 
dition have no toxicity. Therefore, the compounds are useful as therapeutic agents for the treatment and pro- 
phylaxis of human acquired immune deficiency syndrom. 

The compounds of the present invention may be administered by oral administration and may be formu- 
lated in an appropriate fashion for such a route of administration, for example as tablets, capsules, granules, 
powders or syrups; or they may be administered by the parenteral route, for example as injections or suppo- 
sitories. 

These preparations can be prepared according to any conventional means by adding such additives as 
vehicles, binders, disintegrators, lubricants, stabilizers or corrigents. The daily dosage will vary depending on 
the age, body weight and symptoms of the patients, however, for an adult human patient, a dose of from 0.1 
to 100 mg/kg per day is recommended, and this may be administered as a single dose or divided into several 
doses. 

The invention is further illustrated by the following non-limiting Examples, which illustrate the preparation 
of certain of the compounds of the present invention. The preparation of some of the starting materials used 
is illustrated in the subsequent Preparations. 

EXAMPLE 1 



(4S)-1-[(2S,3S)-3-(N^Benzyloxycari3onyl-L-asp 

ro-L-prolinamide ~ ~ " 

680 mg (2.23 mmol) of (4S)-1-t-butoxycartK)nyl-N-t-butyl-4-chloro-L-prolinamide (prepared as described 
in Preparation 2) were treated with 10 ml of a 4 N solution of hydrogen chloride in dioxane, in order to eliminate 
the t-butoxycarbonyl group and give (4S)-N-t-butyl-4-chloro-L-prolinamide hydrochloride. The whole of the hy- 
drochloride thus obtained and 880 mg (1.99 mmol) of (2S,3S)-3-(N^benzyloxycarbonyl-L-asparaginyl)amino- 
2-hydroxy-4-phenylbutyric acid (prepared as described in Preparation 1) were dissolved in 5 ml of dimethyl- 
fbrmamide, and the solution was cooled with ice. 420 mg (2.58 mmol) of diethyl cyanophosphate, followed by 
640 mg (6.40 mmol) of triethylamine, were then added to the ice-cooled mixture, and the mixture was stirred 
for 3 hours. At the end of this time, the reaction mixture was concentrated by evaporation under reduced pres- 
sure, and the residue was mixed with a 10% w/v aqueous solution of citric acid and then extracted with ethyl 
acetate. The organic extract was washed with a 10% w/v aqueous solution of sodium hydrogencarbonate and 
with a saturated aqueous solution of sodium chloride, in that order, after which it was dried over anhydrous 5 
sodium sulfate. The solvent was then removed by distillation under reduced pressure, and the residue was 1 
purified by preparative thin layer chromatography using a 10 : 1 by volume mixture of methylene chloride and 
methanol as the developing solvent, to give 850 mg of the title compound as a colorless powder, melting at * 
. 107 - 109°C. ' 
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Elemental analysis: 












Calculated for C^H^NsOyCI 1/2H 2 0 (mo- 
lecular weight 639.16): 


C, 58.26%; 


H, 6.46%; 


N, 10.96%; 


CI, 5.55%. 


5 


Found: 


C, 58.35%; 


H. 6.56%; 


N, 10.93%; 


CI, 5.46%. 



Mass spectrum (m/z): 

612(MM7), 577, 514, 493, 477, 398, 368, 318, 91 (base peak). 
10 Infrared Absorption Spectrum (KBr), Vmax cm- 1 : 

3331, 1700, 1667, 1530, 1455, 1267, 1228. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 6 ppm: 

1.31, 1.34 (together 9H, each singlet); 

2.05-2.08 (1H, multiplet); 
15 2.37 - 2.46 (1H, multiplet); 

2.60-2.70 (1H, multiplet); 

2.73 - 2.97 (3H, multiplet); 

3.72 (1 H, doublet of doublets, J = 2.9 & 7.3 Hz); 
4.30 - 4.45 (5H, multiplet); 
20 5.08 (2H, singlet); 

7.10-7.40 (10H, multiplet). 

EXAMPLE 2 

25 1-[(2S,3S]-3-(N^Benzyloxycaroonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl]-N-t-butyl-4-oxo-L-pro- 
linamide 



A procedure similar to that described in Example 1 was repeated, except that (2S,3S)-3-(N 2 -benzyioxy- 
carbonyl-L-asparaginyl)amino-2~hydroxy-4- phenyl butyric acid (prepared as described in Preparation 1) and 1- 
30 t-butoxycarbonyl-N-t-butyl-4-oxo-L-prolinamide (prepared as described in Preparation 3) were used as starting 
materials, in relative proportions similar to those used in that Example, to obtain the title compound as colorless 
powdery crystals, melting at 116 - 120°C. 



35 



Elemental analysis: 








Calculated for C 31 H39NsOb -1/2H 2 0 (molecular weight: 
618.69): 

Found: 


C, 60.18%; 
C, 59.92%; 


H, 6.52%; 
H, 6.63%; 


N, 11.32%. 
N, 11.27%. 



Mass spectrum (m/z): 

609(M + ), 592, 574, 501, 493, 448, 401, 368, 351, 290, 108 (base peak). 
Infrared Absorption Spectrum (KBr), v,^ cm- 1 : 

3338, 1767, 1665, 1535, 1455, 1394, 1367, 1323, 1261, 1226, 1187, 1112, 1050. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 5 ppm: 
1.31 (9H, singlet); 
2.41 - 2.92 (6H, multiplet); 
4.18-4.52 (6H, multiplet); 
5.08 (2H, singlet); 
7.12-7.36 (10H, multiplet). 

EXAMPLE 3 

(4S)-1-[(2S,3S)-3-(N^Benzyloxycarbony1-L-asparaginy^ 
^ droxy-L-prolinamide 

A procedure similar to that described in Example 1 was repeated, except that (2S,3S)-3-(N 2- benzyl oxy- 
carbonyl-L-asparaginyl)amino-2-hydroxy-4- phenyl butyric acid (prepared as described in Preparation 1) and 
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(4S)-1-benzyloxycart)onyl-N-t-butyl-^hydroxy-L-prolinamide (prepared as described in Preparation 4) were 
used as starting materials, in relative proportions similar to those used in that Example, to obtain the title com- 
pound as colorless powdery crystals, melting at 113 - 115°C. 



Elemental analysis: 








Calculated for Ca^NsOs H 2 Q (molecular weight: 628.71): 
Found: 


C, 59.22%; 
C, 59.61%; 


H. 6.73%; 
H, 6.82%; 


N, 11.14%. 
N, 11.37%. 



Mass spectrum (m/z): 

594(M + -16), 576, 522, 495, 477, 450, 404, 386, 343, 290, 86 (base peak). 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3327, 1660, 1534 1499, 1455, 1394, 1367, 1326, 1266, 1227, 1110, 1090, 1054. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 5 ppm: 

1.31, 1.34 (together 9H, each singlet); 

1.90 (1H, doublet of triplets J = 3.4 & 13.2 Hz); 

2.30 - 2.41 (2H, multiplet); 

2.63 (1H, doublet of doublets, J = 5.9 & 15.6 Hz); 
3.78 (1H, doublet of doublets, J = 4.4 & 10.8 Hz); 
3.87 (1H, doublet of doublets, J = 2.5 & 10.8 Hz); 
4.28 - 4.47 (5H, multiplet); 
5.07 (2H, singlet); 
7.09-7.36 (10H, multiplet). 

EXAMPLE 4 

(4R)-1-[(2S,3S)-3-(N^Benzy)oxycaitonyl-L-asparaginyl)amin^ 

droxy-L-prolinamide ~ ~ 

A procedure similar to that described in Example 1 was repeated, except that (2S,3S)-3-(N2-benzyloxy- 
carbonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyric acid (prepared as described in Preparation 1) and 
(4^-1-t-butoxycarbonyl-N-t-butyl-4-hydroxy-L-prolinamide (prepared as described in Preparation 5) were 
used as starting materials, in relative proportions similar to those used in that Example, to obtain the title com- 
pound as colorless powdery crystals, melting at 115 - 120°C. 



Elemental analysis: 








Calculated for C 31 H4oN 5 0 8 -1/2H 2 0 (molecular weight: 
619.70): 

Found: 


C, 60.08%; 
C, 60.01%; 


H, 6.67%; 
H, 7.00%; 


N, 11.30%. 
N, 11.22%. 



Mass spectrum (m/z): 

594(M + -16), 576, 522, 495, 450, 403, 386, 343, 108, (base peak). 
Infrared Absorption Spectrum (KBr), cnrr 1 : 

3337, 1669, 1536 (shoulder), 1455, 1393, 1366, 1331, 1258, 1229. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 6 ppm: 

1.32 (9H, singlet); 

2.02 - 2.20 (2H, multiplet); 

2.46 (1H, doublet of doublets, J = 15.1 & 7.8 Hz); 
2.62 (1H, doublet of doublets, J = 15.1 & 5.9 Hz); 
2.77 - 2.84 (2H, multiplet); , 
3.76 - 3.78 (2H, multiplet); 
4.26-4.33 (1 H, multiplet); 
4.43 - 4.54 (4H, multiplet); 
5.08 (2H, singlet); 
7.08-7.36 (10H, multiplet). 
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EXAMPLE 5 

(4S)-H(2S,3S)-3-(N^Benzyloxycarbonyl-L-asparaginyl)^ 
pholino-L-prolinamide 

A procedure similar to that described in Example 1 was repeated, except that (2S,3S)-3-(N2-benzy!oxy- 
carbonyl-L-asparaginyl)amino-2-hydroxy-4-phenyibutyric acid (prepared as described in Preparation 1) and 
(4S)-1-t-butoxycarbonyl-N-t-butyl-4-morpholino-L-proiin amide (prepared as described in Preparation 6) were 
used as starting materials, in relative proportions similar to those used in that Example, to obtain the title com- 
pound as colorless powdery crystals, melting at 115 - 117°C. 



Elemental analysis: 








Calculated for CssH^NeOs -3/4H 2 0 (molecular weight: 
694.32): 

Found: 


C, 60.55%; 
C, 60.59%; 


H, 7.18%; 
H, 7.14%; 


N, 12.10%. 
N, 12.14%. 



Mass spectrum (m/z): 

680(M + ), 663, 632, 620, 572, 563, 529, 499, 472, 450, 429, 415, 385. 341, 310, 108 (base peak). 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3330, 1672, 1536, 1454, 1393, 1367, 1311, 1268, 1228, 1158, 1118, 1089, 1048. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 8 ppm: 

1.31 (9H, singlet); 

1.78 (quartet, J = 10.7 Hz); 

2.37 - 2.65 (7H, multiplet); 

2.71 - 2.90 (2H, multiplet); 

3.44 (1H, triplet, J = 9.8 Hz); 

3.67 - 3.71 (4H, multiplet); 

4.11- 4.17 (1H, multiplet); 

4.28 - 4.36 (2H, multiplet); 

4.41 - 4.46 (2H, multiplet); 

5.08 (2H, singlet); 

7.09-7.36 (10H, multiplet). 

EXAMPLE 6 

t-Butyl ester of (4R)-1-[(2S,3S)-3-(N 2 -benzyloxycarbonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl]" 
4-t-butoxy-L- proline 

A procedure similar to that described in Example 1 was repeated, except that (2S,3S)-3-(N 2 -benzyioxy- 
carbonyl-L-asparaginyl)amino-2-hydroxy-4- phenyl butyric acid (prepared as described in Preparation 1) and 
the t-butyl ester of (4R)-4-t-butoxy-L-proline (prepared as described in Preparation 7) were used as starting 
materials, in relative proportions similar to those used in that Example, to obtain the title compound as colorless 
powdery crystals, melting at 1 00 - 1 02°C. 



Elemental analysis: 








Calculated for C^H^^Og (molecular weight: 668.80): 
Found: 


C, 62.86%; 
C, 62.60%; 


H, 7.23%; 
H, 7.53%; 


N, 8.38%. 
N, 8.09%. 



EXAMPLE 7 

(4S)-1-[(2S,3S)-3-(N^Benzyloxycarbony1-L-asparaginy^ 
tyl-L-prolinamide 

A procedure similar to that described in Example 1 was repeated, except that (2S,3S)-3-(N 2 -benzyloxy- 
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cart>onyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyric acid (prepared as described in Preparation 1) and 
(4S)-N-t-butoxycart)onyl^bromo-N r t-butyi-L-prolinamide (prepared as described in Preparation 8) were used 
as starting materials, in relative proportions similar to those used in that Example, to obtain the title compound 
as colorless powdery crystals, melting at 100 - 105°C. 



Elemental analysis: 










Calculated for Ca^NgOaBM^HzO (mo- 
lecular weight 683.61): 

Found: 


C, 54.47%; 
C, 54.61%; 


H, 6.04%; 
H, 6.10%; 


N, 10.24%; 
N, 10.10%; 


Br, 11.69%. 
Br, 11.31%. 



Mass spectrum (m/z): 

674 (lvT+1), 594, 576, 494, 476, 426, 398, 368, 350, 274, 249, 210, 148, 91 (base peak). 
Infrared Absorption Spectrum (KBr), Vmax cnr 1 : 

3331, 1668, 1527, 1455, 1393, 1366, 1318, 1250, 1227, 1157, 1112, 1051, 1029. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 6 ppm: 

1.31 (9H, singlet); 

2.18 (1H, doublet of triplets, J = 12.7 & 9.3 Hz); 

2.41 (1H, doublet of doublets, J = 7.8 & 15.1 Hz); 

2.61 (1H, doublet of doublets, J = 5.9 & 15, 1 Hz); 

2.72 - 2.84 (2H, multiplet); 

2.90-2.96 (1H, multiplet); 

3.78 (1H, doublet of doublets, J = 1.9 & 7.8 Hz); 

4.26 - 4.45 (5H, multiplet); 

5.07 (2H, singlet); 

7.10-7.36 (10H, multiplet). 

EXAMPLE 8 

(1S,4S)-5-[(2S,3S)-3-(N^Benzyloxycarbonyl-L-aspara 
cyclo[2.2. 1 ] he ptan-3-one 

A procedure similar to that described in Example 1 was repeated, except that (2S,3S)-3-(N2-benzyloxy- 
carbonyl-L-asparaginy1)amino-2-hydroxy-4- phenyl butyric acid (prepared as described in Preparation 1) and 
(1S,4S)-5-t-butoxycarbonyl-2,5-oxazabicyclo[2.2.1]heptan-3-one (prepared as described in Preparation 9) 
were used as starting materials, in relative proportions similar to those used in that Example, to obtain the title 
compound as colorless powdery crystals, melting at 147 - 152°C. 



Elemental analysis: 








Calculated for C^HsqIVUOs -2H 2 0 (molecular weight: 574.59): 
Found: 


C, 56.44%; 
C, 56.45%; 


H, 5.96%; 
H, 5.89%; 


N, 9.75%. 
N, 9.80%. 



EXAMPLE 9 

(1S,4S)>5-[(2S,3S)-3-(N^Benzyloxycarbonyl-L-asparaginyl)amino-2-hydroxy-4-phe 
diazabicyclo[2.2. 1 jheptan-3-one 

A procedure similar to that described inExample 1 was repeated, except that (2S,3S>3-(N 2 -benzyloxycar- 
bonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyric acid (prepared as described in Preparation 1) and 
(1^4S>5-t-butoxycarbonyl-2-t-butyl-2,5-diazabicyclo-[2.2.1]heptan-3-one (prepared as described in Prepa- 
ration 10) were used as starting materials, in relative proportions similar to those used in that Example, to obtain 
the title compound as colorless powdery crystals, melting at 112 - 115°C. 
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Elemental analysis: 








Calculated for C 31 H39N 5 07 -1/2H 2 0 (molecular weight: 
602.70): 

Found: 


C, 61.78%; 
C t 61.78%; 


H t 6.69%; 
H, 6.85%; 


N, 11.62%. 
N, 11.51%. 



EXAMPLE 10 

10 

(4S)-H(2S,3S)-3-(N^Benzyloxycarbo^ 
nylthio-L-prolinamide 

A procedure similar to that described in Example 1 was repeated, except that (2S, 3S)-3-(N benzyl oxy- 
15 carbonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyric acid (prepared as described in Preparation 1) and 
(4S)-N-t-butoxycarbonyl-4-phenylthio-L-proline t-butyiamide (prepared as described in Preparation 11) were 
used as starting materials, in relative proportions similar to those used in that Example, to obtain the title com- 
f pound as colorless powdery crystals, melting at 96 - 98°C. 



20 


Elemental analysis: 












Calculated for CayH^NgOyS-lte^O (molecu- 
lar weight: 712.87): 


C, 62.34%; 


H, 6.50%; 


N, 9.82%; 


S, 4.50%. 




Found: 


C, 62.45%; 


H, 6.45%; 


N, 9.70%; 


S, 4.46%. 



25 



Mass spectrum (m/z): 

686 (M + -1), 587, 577, 522, 495, 478, 435, 382, 365, 336, 178 (base peak). 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3332, 1668, 1585, 1529, 1454, 1393, 1366, 1264, 1227. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 5 ppm: 

1.31, 1.33 (together 9H, each singlet); 

1.80-1.90 (1H, muitiplet); 

2.36-2.45 (1H, muitiplet); 

2.48 - 2.65 (2H, muitiplet); 

2.69-2.79 (1H, muitiplet); 

2.88-2.95 (1H, muitiplet); 

3.51 (1H, triplet, J = 10.3 Hz); 

3.68-3.76 (1H, muitiplet); 

4.18-4.45 (5H, muitiplet); 

5.08 (2H, singlet); 

7.10-7.49 (15H, muitiplet). 

EXAMPLE 11 

(3R)-1-[(2S,3S)-3-(N^Benzyloxycarbonyl-L-aspara 
droxy-L-prolinamide 

1 .5 ml of a 4 N solution of hydrogen chloride in dioxane were added to a solution of 50 mg (0.13 mmol) of 
(3^-1-t-butoxycarbonyl-N-t-butyl-3-t-butyldimethylsilyloxy-L-prolinamide (prepared as described in Prepara- 
tion 12) in 0.5 ml of methanol, and the mixture was stirred at room temperature for 1 hour. The solvent was 
removed by distillation under reduced pressure, and the resulting residue was mixed with benzene. The excess 
hydrogen chloride was then removed by distillation as an azeotrope with the benzene. The resulting residue 
was dried in vacuo for 2 hours and the whole of the resulting (3R)-N-t-butyl-3-t-butyldimethylsilyloxy-L-proli- 
namide hydrochloride was reacted with 55 mg (0.13 mmol) of (2S,3S)-3-(N 2 -benzyloxycarbonyl-L-asparagi- 
nyl)amino-2-hydroxy-4-phenylbutyric acid (prepared as described in Preparation 1) following a procedure sim- 
ilar to that described in Example 1, to obtain 33 mg of the title compound as a white powder, melting at 109 - 
112°C. 
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Elemental analysis: 








Calculated for C 31 H 41 N 5 0 8 -1/2H 2 0 (molecular weight 
620.39): 

Found: 


C, 59.98%; 
C, 60.15%; 


H. 6.82%; 
H, 7.02%; 


N, 11.28%. 
N, 11.05%. 



EXAMPLE 12 

(3S)-1-[(2S,3S)-3-N^Benzyloxycarbonyl-L-asparaginyl)am 
ro-L-prolinamide 

The silyi group of (3R)-1-t-butoxycarbonyl-N-t-butyl-3-t-butyIdimethylsilyloxy-L-proiinamide (prepared as 
described in Preparation 12) was eliminated following a procedure similarto that described in Preparation 13(a), 
to give (3R)- 1-t-butoxycarbonyl-N-t-butyl-3- hydroxy- L-prolinamide, and then the resulting hydroxy! group was 
converted to a chloro group in a similar manner to that described in Preparation 2, to give (3R)-1-t-butoxycar- 
bonyl-N-t-butyt-3-chloro-L-prolinamide. The t-butoxycarbonyl group was then removed following a procedure 
similar to that described in Example 11, and the resulting (3R)-N-t-butyl-3-chloro-L-prolinamide was con- 
densed with (2S,3S)-3-(N^benzyioxycart>onyl-L-asparaginyl)am acid (pre- 
pared as described in Preparation 1) following a procedure similar to that described in Example 1, to give the 
title compound as a white powder, melting at 102 - 104°C. 



Elemental analysis: 








Calculated for C^H^NsO/CIHzO (molecular weight 
648.14): 

Found: 


C, 57.44%; 
C, 57.44%; 


H, 6.53%; 
H, 6.36%; 


N, 10.81. 
N, 10.43. 



infrared Absorption Spectrum (KBr), v^ cm- 1 : 
3331,1671,1537. 

Nuclear Magnetic Resonance Spectrum (CDC£ 3 : CD 3 OD = 5 : 1 by volume, 270 MHz), 5 ppm: 
1.30 (9H, singlet); 
2.15-2.28 (1H, multiplet); 
2.40 - 2.85 (5H, multiplet); 
3.75 - 3.92 (2H, multiplet); 
4.21 - 4.48 (3H, multiplet); 
4.60 - 4.72 (2H, multiplet); 
5.09 (2H, singlet); 
7.12 - 7.40 (10H, multiplet). 

EXAMPLE 13 

(3S)-1-[(2S,3S)-3-(N^Benzyloxycari3onyl^ 
droxy- L-prolinamide 

Following a procedure similar to that described in Example 11, 28 mg } (0.10 mmol) of (3S-1-t-butoxycar- 
bonyi-N-t-butyi-3-hydroxy- L-prolinamide (prepared as described in Preparation 13) was deprotected to remove 
the t-butoxycarbonyl group. The resulting (3S)-N-t-butyl-3-hydroxy-L-prolinamide was then condensed with 
52 mg (0.12 mmol) of,(2S,3^-3-(N^benzyloxycarbonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutv^ acid 
(prepared as described in Preparation 1), to give 40 mg of the title compound as a white powder, melting at 
111 - 113°C. 
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5 



Elemental analysis: 








Calculated for C 31 H 41 N 5 0 8 0-75H 2 O (molecular weight 
625.19): 

Found: 


C, 59.55%; 
C, 59.73%; 


H, 6.85%; 
H, 6.86%; 


N, 11.20%. 
N, 10.82%. 



Mass spectrum (m/z): 

594 (M + - 17), 494, 450, 403, 386, 290, 244, 187, 153, 127, 86, 58. 
10 Infrared Absorption Spectrum (KBr), v max cm- 1 : 
3332, 1668, 1535. 

Nuclear Magnetic Resonance Spectrum (C0C£ 3 : CD 3 OD = 5 : 1 by volume, 270 MHz), 8 ppm: 

1.31 (9H, singlet); 

1.89-2.01 (1H, multiplet); 
15 2.20 - 2.33 (1 H, multiplet); 

2.49 - 2.60 (2H, multiplet); 

2.75 - 2.95 (2H, multiplet); 

3.68 - 3.85 (2H, multiplet); 

4.17-4.51 (5H, multiplet); 
20 6.08 (2H, singlet); 

7.11 -7.40(1 OH, multiplet). 

EXAMPLE 14 

25 (4S)-1-{(2S,3S)-3-[NH 2 -Quinoxalinecarbonyl)-L-asparaginy^ 
chloro-L-prolinamide 

0.6 ml of 1 N aqueous hydrochloric acid was added to a solution of 300 mg (0.48 mmol) of (4S)-1 -{(2S.3S)- 
3-(N^benzyloxycarbonyl-L-asparaginyi)amm 

30 (prepared as described in Example 1) in methanol, and a stream of hydrogen was bubbled through the mixture 
at atmospheric pressure for 3 hours in the presence of 60 mg of 10% w/w palladium-on-charcoal, to remove 
the benzyloxycarbonyl group. The whole of the resulting (4S)-1-[(2S,3S)-3-L-asparaginylamino-2-hydroxy-4- 
phenylbutyryf]-N-t-butyJ-4-chloroprolinamide hydrochloride and 99 mg (0.57 mmol) of 2-quinoxalinecarboxyf ic 
acid were dissolved in 5 ml of dimethyiformamide, and 93 mg (0.57 mmol) of diethyl cyanophosphate and 144 

35 mg (1 .44 mmol) of triethylamine under ice-cooling were added to this solution. The resulting mixture was stirred 
for 3 hours, after which it was concentrated by evaporation under reduced pressure. The residue was mixed 
with a 10% w/v aqueous solution of sodium hydrogencarbonate and then extracted with ethyl acetate. The 
organic extract was washed with a saturated aqueous solution of sodium chloride and then dried over anhy- 
drous sodium sulfate. The solvent was removed by distillation under reduced pressure, and the resulting resi- 

40 due was purified by preparative thin layer chromatography, using a 10 : 1 by volume mixture of methylene chlor- 
ide and methanol as the developing solvent to give 140 mg of the title compound as a colorless powder, melting 
at 132- 134°C. 





Elemental analysis: 










45 


Calculated for C^HaaNyOeCMte^O (mo- 
lecular weight 661.16): 


C, 58.13%; 


H, 5.94%; 


N, 14.83%; 


CI, 5.36%. 




Found: 


C, 58.25%; 


H, 6.07%; 


N, 14.67%; 


CI, 5.31%. 



Mass spectrum (m/z): 

651 (M + ), 634, 615, 598, 562, 535, 525. 498, 449, 403, 390, 340, 290, 271 (base peak). 
Infrared Absorption Spectrum (KBr), v^ cm- 1 : 

3338, 1669- vs, 1522, 1493, 1455, 1408, 1393, 1455, 1408, 1393, 1366, 1268, 1226, 1206, 1127. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 8 ppm: 

1.27, 1.36 (together 9H, each singlet); 

2.08 - 2.13 (1H, multiplet); 

2.70 - 2.80 (4H, multiplet); 
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2.83-2.96 (1H f multiplet); 

3.72-3.78 (1H, multiplet); 

4.34 - 4.45 (5H, multiplet); 

4.91 (1H, triple.t. J = 6.4 Hz); 
5 6.86 (1 H, triplet, J = 7.3 Hz); 

7.02 (2H t triplet, J = 7.3 Hz); 

7.23 (2H, doublet, J = 7.3 Hz); 

7.93 - 8.01 (2H, multiplet); 

8.18-8.25 (2H, multiplet); 
10 9.49 (1H, singlet). 

EXAMPLE 15 



15 



40 



1-[(2S,3S)-3-(N^Butoxycart3onyt-L-asparaginyl)amino-2-hv^ 

15(a) (2S,3S)-3-(N t N-Dibenzylamino)-2-hydroxy-4-phenylbutyric acid 



800 ml of a 1 : 1 by volume mixture of concentrated aqueous hydrochloric acid and methanol were added 
to 30.5 g (86 mmol) of (2S,3^-3-(N,N-dibenzylamino)-2-hydroxy-4-phenylbutyronitrile [synthesized by the 

20 procedure described by M. T. Reetz et aJ. in Tetrahedron Letters, 29, No. 27, 3295 - 3298 (1988)3, and the re- 
sulting mixture was heated under reflux for 1 hour. As the reaction proceeded, the solid substance dissolved. 
The reaction mixture was then concentrated by evaporation under reduced pressure to one quarter of its orig- 
inal volume, after which it was neutralized with 1 N aqueous sodium hydroxide to a pH value of 6 - 7. The mixture 
was again concentrated by evaporation under reduced pressure. Water was then added to the resulting resi- 

25 due, and the crystalline substance which then separated was filtered off. This substance was dissolved in 130 
mi of a 9 : 1 by volume mixture of a 1N aqueous solution of sodium hydroxide (129 mmol) and methanol, and 
the resulting solution was stirred for 3 hours. At the end of this time, the reaction mixture was made acid by 
the addition of a 10% w/v aqueous solution of citric acid and was then concentrated by evaporation under re- 
duced pressure. Ice-water was then added, and the mixture was extracted with diethyl ether. The organic ex- 

30 tract was washed with a 10% w/v aqueous solution of citric acid and wit ha saturated aqueous solution of sodium 
chloride and dried over anhydrous sodium sulfate. Insoluble matter was removed by filtration, and 17.1 g (95 
mmol) of dicyclohexylamine were added to the ethereal solution; the product which then separated was wash- 
ed well with diethyl ether. The resulting crystalline substance was partitioned between a 10% w/v aqueous 
solution of citric acid and diethyl ether. The organic layer was washed with water and with a saturated aqueous 

35 sodium chloride, in that order, after which it was dried over anhydrous sodium sulfate. After filtration, the filtrate 
was concentrated by evaporation under reduced pressure, and hexane was added to the residue, to afford 
27.7 g (yield 86%) of the title compound as an amorphous powder, melting at 61 - 65 °C. 



15(b) 1-[(2S,3S)-3-(N,N-Dibenzylamino)-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-prolinamide 



11.1 g (41.1 mmol) of 1-t-butoxycarbonyl-N-t-butyi-L-proIinamide were treated with a 4 N solution of hy- 
drogen chloride in dioxane in order to remove the t-butoxycarbonyl group and give N-t- butyl- L-prolinamide hy- 
drochloride. 

14.0 g (37.0 mmol) of (2S,3S)-3-(N,N-dibenzylamino)-2-hydroxy-4-phenyl butyric acid [prepared as descri- 
45 bed in step (a) above] and the whole of the N-t-butyf-L-prolinamide hydrochloride were suspended in 250 ml 
of methylene chloride, and 6.7 g (41 .1 mmol) of diethyl cyanophosphate and 11 .2 g (110.9 mmol) of triethyla- 
mine were slowly added dropwise to the suspension. The mixture was then stirred for 5 hours. At the end of 
this time, the reaction mixture was washed with a 10% w/v aqueous solution of citric acid, with a 10% w/v aqu- 
eous solution of sodium hydrogencarbonate and with a saturated aqueous solution of sodium chloride, in that 
50 order. The mixture was then dried over anhydrous sodium sulfate, after which the solvent was removed by dis- 
tillation under reduced pressure, and the resulting residue was recrystallized from hexane, to give 16.6 g of 
the title compound as colorless crystals, melting at 122 - 123°C. 

I i \ 
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5 



Elemental analysis: 








Calculated for C33H 41 N 3 0 3 (molecular weight: 527.71): 
Found: 


C, 75.11%; 
C, 74.98%; 


H, 7.83%; 
H, 7.81%; 


N, 7.96%. 
N, 7.92%. 



15(c) 1-[(2S,3S)-3-Amino>2"hydroxy-4"phenylbutyryl3-N-t-butyl-L-proHnamide 

10 A solution of 22.0 g (41.7 mmol) of (2S,3S)-3-(N,N-dibenzylamino)-2-hydroxy^phenylbutyryl-N-t-butyl- 

L-prolinamide [prepared as described in step (b) above] in 200 ml of a 4.4% v/v methanolic solution of formic 
acid was stirred at room temperature for 4 hours in the presence of 2.2 g of palladium black and in an atmos- 
phere of hydrogen. The atmosphere was replaced with nitrogen, and then the catalyst was filtered off. The 
filtrate was then concentrated by evaporation under reduced pressure. The resulting residue was diluted with 

15 a saturated aqueous solution of sodium hydrogencarbonate and then extracted with methylene chloride. The 
organic extract was dried over anhydrous sodium sulfate, and the solvent was removed by distillation under 
reduced pressure. The residue was recrystallized from benzene, to give 12.7 g of the title compound as col- 
orless crystals, melting at 159 - 161°C. 



20 


Elemental analysis: 










Calculated for C 19 H29N 3 03 (molecular weight: 347.46): 


C, 65.68%; 


H, 8.41%; 


N, 12.09%. 




Found: 


C, 65.79%; 


H, 8.44%; 


N, 12.05%. 



25 

15(d) 1-[(2S,3S)-3-(N 2 -t-Butoxycarbonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-proli- 
namide 



15.5 g (43.9 mmol) of the pj-nitrophenyl ester of N 2 -t-butoxycarbonyl-L-asparagine and 7.33 g (72.3 mmol) 
of triethylamine were added, whilst ice-cooling, to a solution of 12.7 g (36.6 mmol) of 1-[(2S,3S)-3-amino-2- 
hyd roxy-4- p he n yl but yryl]-N-t- butyl -L- prol in amide [prepared as described in step (c) above] in 100 ml of dime- 
thylformamide, and the mixture was stirred overnight at room temperature. At the end of this time, the reaction 
mixture was poured into ice-water, after which it was extracted with methylene chloride. The organic extract 
was then washed with a 1 N aqueous solution of sodium hydroxide, with a 10% w/v aqueous solution of citric 
acid and with a saturated aqueous solution of sodium chloride, in that order. The extract was then dried over 
anhydrous sodium sulfate, after which the solvent was removed by distillation under reduced pressure. The 
residue was recrystallized from a mixture of methylene chloride and hexane, to give 1 7.6 g of the title compound 
as a colorless powder, melting at 113 - 115°C. 



40 


Elemental analysis: 










Calculated for C28H43N5O7 H 2 0 (molecular weight: 679.70): 


C, 58.01%; 


H, 7.83%; 


N, 12.08%. 




Found: 


C, 58.25%; 


H, 7.77%; 


N, 11.76%. 



45 



EXAMPLE 16 

1-[(2S,3S)-3-{N 2 -[4-(Benzyloxycarbonylamino)phenoxyacetyl]-L-asparaginyl}amino-2-hydroxy-4-phenylbu- 
50 tyryl]-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 14, but using 99.8 mg (0.33 mmol) of 4-(ben- 
zyloxycarbonylamino)phenoxyacetic acid (prepared as described in Preparation 15) and 150 mg (0.30 mmol) 
of 1 -[(2S,3S)-3-(L-asparaginylamino)-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-prolinamide hydrochloride {pre- 
ss pared by treating 1-[(2S,3S)-3-(N 2 -t-butoxycarbonyl-L-aspa raginyl)amiho-2-hydroxy-4-phenylbutyryl]-N-t-bu- 
tyl-L-prolinamide, the compound prepared as described in Example 15, with a 4 N solution of hydrogen chloride 
in dioxane), 164 mg of the title compound were obtained as a white powder, melting at 103 - 105°C. 
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Elemental analysis: 








Calculated for C^H^N^ -1/2H 2 0 (molecular weight: 
753.83): 

Found: 


C, 62.13%; 
C, 62.06%; 


H, 6.55%; 
H, 6.52%; 


N, 11.15%. 
N, 11.21%. 



Mass spectrum (m/z): 

593, 327, 300, 273, 228, 192, 166, 108, 91, 70. 
10 Infrared Absorption Spectrum (KBr), crrr 1 : 

3325, 1672, 1512. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD3OD) 8 ppm: 

1.30 (9H, singlet); 

1.85 - 2.20 (4H, multiplet); 
15 2.55 - 2.68 (2H, multiplet); 

2.75 (1H, doublet of doublets, J = 9.8 & 14.2 Hz); 
2.88 (1H, doublet of doublets, J = 4.4 & 14.2 Hz); 
3.68 - 3.78 (2H, multiplet); 

4.31 - 4.46 (5H, multiplet); 
20 4.67 - 4.75 (1 H, multiplet); 

5.16 (2H, singlet); 

6.88 - 6.93 (2H, multiplet); 

7.08 - 7.42 (2H, multiplet). 



25 EXAMPLE 17 

1-{(2S,3S)-3-[NM4-Aminophenoxyacetyl)-L-asparag 
linamide hydrochloride 

30 0.16 ml (0.16 mmol) of 1 N aqueous hydrochloric acid was added to a solution of 105 mg (0.14 mmol) of 

1-[(2S,3^3^NH4-(benzyloxycarbonylam^ 

N-t-butyl-L-proiinamide (prepared as described in Example 16) in 5 ml of methanol, and the mixture was stirred 
for 2.5 hours in the presence of 70 mg of palladium on charcoal and under an atmosphere of hydrogen. At the 
end of this time, the catalyst was removed by filtration, and then the solvent was removed by distillation under 
35 reduced pressure. The resulting residue was mixed with benzene and the mixture was dehydrated by azeo- 
tropic distillation. This operation was repeated a second time, and then the residue was triturated with diethyl 
ether, to give 89 mg of the title compound as a red-brown powder, melting at 165 - 168°C. 



Elemental analysis: 








Calculated for Ca^^NeOyHCl 2.3H z O (molecular weight: 
688.60): 

Found: 


C, 54.07%; 
C, 54.12%; 


H, 6.97%; 
H, 6.72%; 


N, 12.21%. 
N, 12.16%. 



Mass spectrum (m/z): 

610 (M*), 593, 493, 396, 263, 228, 171, 108, 70. 
Infrared Absorption Spectrum (KBr), crrr 1 : , 

3328, 1668, 1537, 1509. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 6 ppm: 

1.31 (9H, singlet); 

1.85 - 2.22 (4H, multiplet); 

2.56 - 2.70 (2H, multiplet); 

2.75 (1H, doublet of doublets, J = 10.3 & 14.2 Hz); 
2.90 (1H, doublet of doublets, J = 3.9 & 14.2 Hz); 
3.70 - 3.80 (2H, multiplet); 
4.32-4.45 (3H, multiplet); 
4.54 (2H, singlet); 
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4.70-4.76 (1H, multiplet); 
7.07 - 7.37 (9H f multiplet). 

EXAMPLE 18 

5 

1-[(2S,3S)-3-{NH4-(Glycylamino)phenoxyacetyl]-L-aspa 
tyJ-L-prolinamide hydrochloride 

25.5 mg (0.093 mmol) of the succinimide ester of t-butoxycarbony (glycine and 26.0 u.1 (0.187 mmol) of trie- 

10 thylamine were added to a solution of 55 mg acetyl)-L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl}-N-t-bu- 
tyl-L-prolinamide hydrochloride (prepared as described in Example 17) in 1 ml of dimethylformamide, and the 
mixture was stirred at room temperature for 2 days. At the end of this time, the reaction mixture was freed from 
the solvent by distillation under reduced pressure, and the residue was diluted with ethyi acetate. The resulting 
organic solution was washed with a 5% w/v aqueous solution of citric acid, with a 5% w/v aqueous solution of 

15 sodium hydrogencarbonate and with a saturated aqueous solution of sodium chloride, in that order, after which 
it was dried over anhydrous sodium sulfate. The solvent was then removed by distillation under reduced pres- 
sure, and the resulting residue was purified by preparative thin layer chromatography, using a 7 : 1 by volume 
mixture of methylene chloride and methanol as the developing solvent, to give 22 mg of 1-[(2S ( 3S)-3-{N2-[4- 
(N-t-butoxycarbony1glycylamino)-phenoxyacetyt]-L^ 

20 L-prol in amide, as a white powder. The whole of this product (22 mg) was dissolved in 0.5 ml of methanol, and 
2 ml of a 4 N solution of hydrogen chloride in dioxane were added to the resulting solution. The mixture was 
then stirred at room temperature for 30 minutes. At the end of this time, the solvent was removed by distillation 
under reduced pressure, and the residue was mixed with benzene. An excess of hydrogen chloride was re- 
moved by azeotropic distillation, and the residue was dissolved in water and then lyophilized. 19 mg of the 

25 title compound were obtained as a white powder, melting at 156 - 159°C. 



Elemental analysis: 








Calculated for 0^^70^01-2.51^0 (molecular weight: 
749.25): 

Found: 


C, 52.90%; 
C, 52.82%; 


H, 6.86%; 
H, 6.61%; 


N, 13.09%. 
N, 12.84%. 



Mass spectrum (m/z): 

593, 493, 396, 327, 256, 228, 166, 120, 108, 70. 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3304, 1669, 1544, 1509. 
Nuclear Magnetic Resonance Spectrum (D 2 O f 270 MHz), 5 ppm: 

1.10 (9H, singlet); 

1.64-1.98 (3H, multiplet); 

2.02- 2.16 (1H, multiplet); 

2.27 - 2.58 (3H, multiplet); 

2.71 (1H, doublet of doublets, J = 3.4 & 14.2 Hz); 

3.48 - 3.67 (2H, multiplet); 

3.79 (2H, singlet); 

4.13-4.30 (2H, multiplet); 

4.35 - 4.45 (3H, multiplet); 

4.49-4.54 (1H, multiplet); 

6.77 - 6.85 (2H, multiplet); 

6.95- 7.14 (5H, multiplet); 

7.20 - 7.28 (2H, multiplet). 

EXAMPLE 19 

1-[(2S,3S)-3-{N 2 ~[4-(N-Benzyloxycarbonyl-N-methylamino) phenoxyacetyl3-L-asparaginyl}amino-2-hydroxy- 
4-phenyibutyryl]-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 14, but using 70 mg (0.22 mmol) of 4-(N-ben- 
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zyioxyc^onyl-N-methyIamino)phenoxyacetic acid (prepared as described in Preparation 17) and 100 mg 
(0.20 mmol) of 1-[(2S,3S)-3-(L-asparaginylamino)-2-hy^ hydro- 
chloride as starting materials, 97 mg of the titJe compound were obtained as a white powder, melting at 98 - 
100°C. 



Elemental analysis: 








Calculated for C^HgoNeOg -0.5H 2 O (molecular weight 
767.86): 

Found: 


C, 62.56%; 
C, 62.61%; 


H f 6.70%; 
H, 6.62%; 


N f 10.95%. 
N, 10.84%. 



Mass spectrum (m/z): 

741 (M*- 17), 641, 501, 411, 314, 256, 228, 171, 155, 120, 91, 70. 
Infrared Absorption Spectrum (KBr), crrr 1 : 

3339, 1679, 1511. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 5 ppm: 

1.30 (9H, singlet); 

1.85-2.21 (4H, multiplet); 

2.52 - 2.69 (2H, multiplet); 

2.75 (1H, doublet of doublets, J = 10.3 & 14.2 Hz); 
2.87 (1H, doublet of doublets, J = 4.4 & 14.2 Hz); 
3.26 (3H, singlet); 

3.69 - 3.78 (2H, multiplet); 
4.35 - 4.44 (3H, multiplet); 
4.47 - 4.52 (2H, multiplet); 

4.70 - 4.77 (2H, multiplet); x 
5.10 (2H, singlet); 

6.94 - 7.00 (2H, multiplet); 
7.05- 7.35 (12H, multiplet). 

EXAMPLE 20 

1-[(2S,3S)-3-{NH4-(Methylamino)phenoxyaret^ 

tyl-L-prolinamide hydrochloride i . 

Following a procedure similar to that described in Example 17, but using 68 mg (0.090 mmol) of 1-[(2S,3S)- 
3-{NH4-(N-benzyloxycarbony!-N-m^ 

tyryl]-N-t-butyi-L-prolinamide (prepared as described in Example 19) as a starting material, 57 mg of the title 
compound were obtained as a pale red-brown powder, melting at 151 - 154°C. 



Elemental analysis: 








Calculated for C^H^NeOyHCI-S^O (molecular weight: 
715.23): 

Found: 


C, 53.73%; 
C, 53.86%; 


H, 7.05%; 
H, 6.82%; 


N, 11.75%. 
N, 11.07%. 



Mass spectrum (m/z): 

624 (M+), 607, 508, 410, 327, 277, 228, 180, 171, 122, 70. 
Infrared Absorption Spectrum (KBr), v,^ crrr 1 : 

3311, 1672, 1511. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CDaOD) 8 ppm: 

1.31 (9H, singlet); 

1 .88 - 2.25 (4H, multiplet); 

2.53 - 2.94 (4H, multiplet); 

3.04 (3H, singlet); 

3.70 - 3.79 (2H, multiplet); 

4.33 - 4.46 (3H, multiplet); 
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4.53 - 4.59 (2H, multiplet); 
4.70-4.77 (1H, multiplet); 
7.07 - 7.30 (7H, multiplet); 
7.40 - 7.48 (2H, multiplet). 

5 

EXAMPLE 21 

1-[(2S,3S)-3-{NHMN.N-Pm^thylamino)phen^^ 
N-t-butyl- L- prol inam ide 

10 

0.15 ml of a 1 N aqueous solution of lithium hydroxide was added to a solution of 30 mg (0.13 mmol) of 
ethyl 4-(N,N-dimethylamino)phenoxyacetate (prepared as described in Preparation 18) in 1 ml of methanol, 
and the mixture was stirred at room temperature for 1 hour. At the end of this time, the solvent was removed 
by distillation under reduced pressure, the resulting residue was mixed with benzene and the mixture was de- 

15 hydrated by azeotropic distillation. This operation was repeated a further time, and then the residue was dried 
in vacuo for 2 hours, to give 26 mg of lithium 4-(N,N-dimethylamino)phenoxyacetate. 

A procedure similar to that described in Example 14 was then repeated, but using the whole of this lithium 
salt and 60 mg (0.12 mmol) of 1-[(2S,3S)-3-(L-asparaginylamino)-2-hydroxy^phenylbutyryl]-N-t-butyl-L-pro- 
linamide hydrochloride as starting materials, to obtain 40 mg of the title compound as a pale reddish white pow- 

20 der, melting at 1 02 - 1 04°C. 



Elemental analysis: 








Calculated for C^H^NeC^ 0.5H 2 O (molecular weight: 
638.75): 

Found: 


C, 61.19%; 
C, 61.37%; 


H, 7.31%; 
H, 7.24%; 


N, 12.98%. 
N, 12.83%. 



Mass spectrum (m/z): 

638 (M+), 621, 522, 424, 291. 256, 228, 171, 136, 120, 70. 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3333, 1672, 1514. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 5 ppm: 

1.31 (9H, singlet); 
1.86- 2.24 (4H, multiplet); 
2.55 - 2.93 (1 OH, multiplet); 
3.69 - 3.77 (2H, multiplet); 

4.32 - 4.45 (5H, multiplet); 
4.69-4.76 (1H, multiplet); 
6.77 - 6.93 (4H, multiplet); 
7.06 - 7.29 (5H, multiplet). 

EXAMPLE 22 

1-{(2S,3S)-3-[N 2 -{4-[N-(t-Butoxycarbonylsarcosyl)-N-methylamino]phenoxyacetyl}-L-asparaginyl]amino-2- 
hydroxy-4-phenylbutyryl}-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 14, but using 120 mg (0.34 mmol) of 4-[N-(t- 
butoxycarbonylsarcosyl)-N-methyi]aminophenoxyacetic acid (prepared as described in Preparation 19) and 
154 mg (0.31 mmol) of 1-[(2S,3§y-3-(L-asparaginylamino)-2-hy 

mide hydrochloride as starting materials, 130 mg of the title compound were obtained as a white powder, melt- 
ing at 117- 120°C. 



35 



55 
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Elemental analysis: 








Calculated for C^^O^ 0.5H 2 Q (molecular weight 
804.92): 

Found: 


C. 59.68%; 
C, 59.98%; 


H, 7.26%; 
H, 7.46%; 


N, 12.18%. 
N, 11.81%. 



Mass spectrum (m/z): 

679 (M+ - 116), 624, 607, 578, 481, 428, 410, 350, 70 (base). 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3336, 1678, 1510, 1391, 1245, 1153. 
Nuclear Magnetic Resonance Spectrum (CDC£ 3 , 270 MHz), S ppm: 

1.31 (9H, singlet); 

1.44 (9H, singlet); 

1.92- 2.35 (4H, muitiplet); 

2.52 - 2.80 (4H, muitiplet); 

2.88 (3H, singlet); 

3.23 (3H, singlet); 

3.62 - 3.72 (4H, muitiplet); 

4.07 (1H, triplet); 

4.44 (5H, broad singlet); 

4.73 (2H, broad singlet); 

5.57 (1H, broad singlet); 

6.09 (1H, broad singlet); 

6.47 (1H, broad singlet); 

6.95 - 7.00 (2H, muitiplet); 

7.12-7.23 (6H, muitiplet); 

7.45-7.52 (1H, muitiplet). 

EXAMPLE 23 

1-[(2S,3S)-3-{NM4-(N-Sarcosyl-N-methylamino)phenoxyacetyl3-L-asparaginyl}amino-2-hydrox 
butyryl]-N-t-butyl-L-prolinamide hydrochloride 

Following a procedure similar to that described in Example 1 8, but using 1 00 mg (0. 1 3 mmol) of 1 -{(2S,3S)- 
3-!N^(4-n^(t-butoxycartx)nylsaix»syl)-N-methylamino]p 

nylbutyryl}-N-t-butyl-L-prolinamide (prepared as described in Example 22), removing the t-butoxycarbonyi 
group by a procedure similar to that described in the first part of Example 1 , and then lyophilizing the product, 
70 mg of the title compound were obtained as a white powder, melting at 138 - 147°C. 



Elemental analysis: 








Calculated for CasH^NyOsHCI-S.SHsO (molecular weight 
795.32): 

Found: 


C, 52.85%; 
C,52.84%; 


H, 7.22 %; 
H, 7.03%; 


N, 12.33%. 
N, 12.18%. 



EXAMPLE 24 



1-{(2S,3S)-3-[NH4-[N-(t-Butoxycarbony^ 

droxy-4-phenylbutyryl}-N-t-ibutyl-L-prolinamide I 

C { f_ 

Following a procedure similar to that described in Example 14, but using 90, mg (0.27 mmol) of 4-[N-(t- 
butoxycarbonylgiycyi)-N-methyl]aminophenoxyacetic acid (prepared as described in Preparation 20) and 125 
mg (0.25 mmol) of 1 -[(2S,3S)-3-(L-asparaginylamino)-2- hydroxy hy- 
drochloride as starting materials, 100 mg of the title compound were obtained as a white powder melting at 
118-123°C. f ' ' 
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Elemental analysis: 








Calculated for C^HssNtO™ H 2 0 (molecular weight: 
799.90): 

Found: 


C, 58.56%; 
C, 58.16%; 


H, 7.31%; 
H t 7.08%; 


N, 12.26%. 
N, 12.14%. 



Mass spectrum (m/z): 

680 (M + - 100), 664, 624, 607, 564, 507, 444, 434, 378, 327, 70 (base). 
10 Infrared Absorption Spectrum (KBr), v max crrr 1 : 

3336, 1668, 1509, 1454, 1393, 1247. 
Nuclear Magnetic Resonance Spectrum (CDC£ 3 , 270 MHz), 8 ppm: 

1.30 (9H, singlet); 
1.39 (9H, singlet); 

15 1 .87 - 2.04 (2H, multiplet); 

2.12-2.18 (1H, multiplet); 

2.31 -2.38 (1H, multiplet); 
2.45-2.52 (1H, multiplet); 
2.67 - 2.82 (3H, multiplet); 

20 3.25 (3H, singlet); 

3.56 - 3.64 (2H. multiplet); 

3.66 - 3.68 (2H, multiplet); 

4.03- 4.06 (1H, multiplet); 

4.45 - 4.50 (5H, multiplet); 
25 4.69 - 4.75 (2H, multiplet); 

5.47 (1H, broad singlet); 

5.65 (1H, broad singlet); 

6.23 (1H, broad singlet); 

6.51 (1H, broad singlet); 
30 6.95 (2H, doublet, J = 9.24 Hz); 

7.12- 7.28 (6H, multiplet); 

7.43 - 7.45 (1 H, multiplet). 

EXAMPLE 25 

35 

1-[(2S,3S)-3-{NH4-(N-Glycyl-N-methylamino)phenoxyacetyl-L-asparaginyl}amino-2-hydroxy-4-phenylbu- 
tyryl]-N-t-butyl-L-prolinamide hydrochloride 

A procedure similar to that described in Example 18 was repeated, except that 70 mg (0.09 mmol) of 1- 

40 {(2S,3S)-3-[NH4-IN-(t-butoxycarbony^ 

4- phenyl butyryl)-N-t- butyl- L-prolinamide (prepared as described in Example 24) were used as a starting ma- 
terial, and that the t-butoxycarbonyl group was then removed, as described in Example 1(a), after which the 
product was lyophilized, to obtain 64 mg of the title compound as a hygroscopic white powder. 
Mass spectrum (m/z): 

45 664 (NT -17) 



Elemental analysis: 








Calculated for C^^/NTOeHCI^.S^O (molecular weight: 
799.31): 

Found: 


C, 51.09%; 
C, 50.87%; 


H, 7.19%; 
H, 6.86%; 


N, 12.27%. 
N, 11.83%. 
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EXAMPLE 26 



(4S)-H(2S,3SH3-[NM4-Benzyloxycart^ 
butyryl}-4-chloro-N-t-butyi-L-prolinamide 

Following a procedure similar to that described in Example 14, but using 115 mg (0.38 mmo!) of 4-(N-ben- 
zyioxycarbonyi)aminophenoxyacetic acid (prepared as described in Preparation 15) and 169 mg (0.32 mmol) 
of (4S)-[(2S,3S)-3-L-asparaginytamino-2-h^ hydro- 
chloride, 160 mg of the title compound, melting at 113 - 115°C, were obtained. 



Elemental analysis: 








Calculated for C3 9 H4 7 N 6 O 9 a-0.5H 2 O (molecular weight: 
788.28): 

Found: 


C, 59.42%; 
C, 59.61%; 


H, 6.14%; 
H, 6.17%; 


N, 10.66%. 
N, 10.52%. 



Mass spectrum (m/z): 

627, 591, 518, 491, 422, 397, 300, 262, 243, 205, 120, 108, 91, 79, 58. 
Infrared Absorption Spectrum (KBr), v max cm- 1 : 

3321, 1668, 1512. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 8 ppm: 

1.30 (9H, singlet); 

2.04- 2.18 (1H, multiplet); 

2.51 - 2.97 (5H, multiplet); 

3.64 - 3.78 (1H, multiplet); 

4.18 - 4.48 (2H, multiplet); 

4.66- 4.76 (1H, multiplet); 

5.16 (2H, singlet); 

6.86 - 6.95 (2H, multiplet); 

7.07 - 7.42 (12H, multiplet). 

EXAMPLE 27 

(4S)-1-{(2S,3S)-3-[NH4-Aminophenoxyace^ 

t-butyl-L-prolinamide hydrochloride ~ ~" 



Following a procedure similar to that described in Example 17, but using 100 mg (0.13 mmol) of (4S)-1- 
[(2S,3S)-{3-^(4-benzyloxycaitonylaminophenoxy)acetyl-L-asparaginyl3^ 

4-chloro-N-t-butyl-L-prolinamide (prepared as described in Example 26), 71 mg of the title compound were ob- 
tained as a red-brown powder, melting at 157 - 160°C. 



Elemental analysis: 








Calculated for Ca^NeOyCI-S.SHsO-HCI (molecular 
weight 744.66): 

Found: 


C, 50.00%; 
C, 49.70%; t 


H, 6.63%; 
H, 6.29%; 


N, 11.29%. 
N, 11.28%. 



Mass spectrum (rrt/z): 

644 (M + ), 627, 591, 491, 396, 263, 205, 166, 108, 91, 68, 44. 
Infrared Absorption Spectrum (KBr), crrr 1 : 

3327, 1665, 1534, 1509. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 5 ppm: 

1.31 (9H, singlet); 

2.05- 2.18 (1H, multiplet); 

2.53 - 3.01 (5H, multiplet); 

3.70 - 3.78 (1H, multiplet); 

4.21 - 4.58 (7H, multiplet); 
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4.67-4.78 (1H, multiplet); 
7.05 -7.1 5 (2H, multiplet); 
7.20 - 7.35 (7H, multiplet). 



5 EXAMPLE 28 



(1S,4S)-5-[(2S,3S)-3-(N-Benzyloxycarbonyl-3-cyano-L-alanyf)amm 
bicydo[2.2.1]hetpan-3-one 

w Following a procedure similar to that described in Example 1, but using 42.5 mg (0.1 mmol) of (2S,3S)-3- 

(N-benzyloxycarbonyl-3-cyano-L-alanyl)amino-2-hydroxy-4-phenyl butyric acid and 21 .3 mg of (1S,4S)-5-t-bu- 
toxycarbonyl-2,5-oxazobicyclo[2.2.13heptan-3-one (prepared as described in Preparation 9), 26 mg of the title 
compound were obtained as a colorless powder, melting at 105 - 110°C. 



Elemental analysis: 








Calculated for CzyHzsN^ -1/2H 2 0 (molecular weight: 
529.56): 

Found: 


C, 61.24%; 
C t 61.55%; 


H, 5.52%; 
H t 5.72%; 


N, 10.58%. 
N, 10.31%. 



EXAMPLE 29 

1-{(2S,3S)-3-[N^(4-MethoxybenzyloxycarPonyl-L-^ 
L- pro! in amide 



67 mg (0.33 mmol) of 4-methoxybenzyloxycarbonyl azide and 92 uJ (0.66 mmol) of triethyiamine were add- 
ed, whilst ice-cooling, to a solution of 150 mg (0.30 mmol) of (2S,3S)-3- L-asparaginylam ino- 2- hydroxy-4- phe- 
nyl butyryl-N-t-butyl-L-proiinamide hydrochloride in 2 ml of dimethylformamide, and the resulting mixture was 
stirred at 4°C for 14 hours. At the end of this time, the reaction mixture was concentrated by evaporation under 
reduced pressure, and the concentrate was mixed with a 10% w/v aqueous solution of sodium hydrogencar- 
bonate, after which the mixture was extracted with ethyl acetate. The extract was washed with a saturated 
aqueous solution of sodium chloride and dried over anhydrous sodium sulfate. The solvent was then removed 
by distillation under reduced pressure, and the residue was purified by preparative thin layer chromatography, 
using a 10 : 1 by volume mixture of methylene chloride and methanol as the developing solvent, to give 105 
mg of the title compound as a colorless powder, melting at 95 - 97°C. 



Elemental analysis: 








Calculated for C^H^NsCVO.Sr^O (molecular weight 
634.71): 

Found: 


C, 60.55%; 
C, 60.33%; 


H, 6.99%; 
H, 7.00%; 


N, 11.03%. 
N, 10.86%. 



45 Mass spectrum (m/z): 

608 (M+ - 17), 564, 487. 444, 387, 344, 327, 290, 228, 171, 121, 91, 70. 
Infrared Absorption Spectrum (KBr), Vmax crrr 1 : 

3331,1671.1516. 
Nuclear Magnetic Resonance Spectrum (CDCf 3 , 270 MHz), 5 ppm: 
50 1.30 (9H, singlet); 

1.82 - 2.32 (4H, multiplet); 

2.50 - 2.81 (4H, multiplet); 

3.57 - 3.66 (2H, multiplet); 

3.79 (3H, singlet); 
55 4.35 - 4.50 (4H, multiplet); 

5.01(2H, singlet); ,: 

5.63 (1H, broad singlet); 

6.09 (1H, broad singlet); 
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6.19 (1H, broad doublet, J = 7.3 Hz); 

6.57 (1H, singlet); 

6.87 (2H, doublet, J = 8.6 Hz); 

7.10 - 7.30 (8H, multiplet); 

7.50 (1H, broad doublet, J = 7.9 Hz). 

EXAMPLE 30 

1-[(2S,3S)-3-{NH4-(N-Bromoacetyl-N-met^^ 
nylbutyryl]-N-t-butyl-L-prolinamide 

0.59 ml (7.2 mmol) of bromoacetyi chloride and 1 .6 ml (11.7 mmol) of triethylamine were added, whilst ice- 
cooling, to a solution of 3.0 g (4.5 mmol) of 1-[(2S^,3^3-{N2-[4-(methylamino)phenoxyacetyl]-L-asparagi- 
nyl}amino-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-prolinamide hydrochloride (prepared as described in Exam- 
ple 20) in 10 ml of dimethyiformamide, and the resulting mixture was stirred for 1 day. At the end of this time, 
the reaction mixture was neutralized by the addition of 1 N aqueous hydrochloric acid. It was then concentrated 
by evaporation under reduced pressure, and the concentrate was diluted with ethyl acetate. The resulting di- 
luted solution was washed with 1 N aqueous hydrochloric acid, with a 5% w/v aqueous solution of sodium hy- 
drogencarbonate and with a saturated aqueous solution of sodium chloride, in that order. It was then dried over 
anhydrous sodium sulfate. The solvent was removed by distillation under reduced pressure, and the residue 
was purified by column chromatography, using a 1 : 1 5 by volume mixture of methanol and methylene chloride 
as the eluent, to give 2.3 g of the title compound as a colorless powder, melting at 11 6 - 122°C. 





Elemental analysis: 










25 


Calculated for C^H^NeOsBr (molecular 
weight 745.65): 


C, 54.77%; 


H, 6.08%; 


N. 11.27%; 


Br. 10.70%. 




Found: 


C, 54.95%; 


H, 6.30%; 


N, 11.80%; 


Br, 10.85%. 



Mass spectrum (m/z): 

717 (M + - 28), 665, 607, 534, 468, 438, 387, 335, 70 (base). 
Infrared Absorption Spectrum (KBr), crrr 1 : 

3332, 1671, 1510, 1454. 
Nuclear Magnetic Resonance Spectrum (CDC£ 3 , 270 MHz), 5 ppm: 

1 .30 - 1 .32 (9H, multiplet); 

1.88- 2.05 (2H, multiplet); 

2.14-2.21 (1H, multiplet); 

2.30-2.38 (1H, multiplet); 

2.55 (1H, doublet of doublets, J = 6.6 & 15.2 Hz); 

2.72 - 2.82 (3H, multiplet); 

3.28 (3H, singlet); 

3.67 (2H, triplet, J = 6.6 Hz); 

3.83 (2H f singlet); 

3.98-4.07 (1H, multiplet); 

4.42 - 4.48 (5H, multiplet); 

4.72-4.78 (1H, multiplet); 
*5.42 (1H, broad singlet); < 
; 5.95 (1H, broad singlet); , 

6.44 (1H, broad singlet); 

6.99 (2H, doublet, J = 9.2 Hz); 

7.13-7.24 (7H, multiplet); 

7.42 (1 H, doublet, J = 7.9 Hz); r 
8.15 (1H, doublet, J = 7.2 Hz). 



t 55 
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EXAMPLE 31 

1-{(2S,3S)-3-[N^(3-Aminophenoxy)acetyl-L-asparaginyl]am 
linamide 

Following a procedure similar to that described in Example 17, but using 0.28 g (0.38 mmol) of 1-{(2S,3S)- 
3-[N 2 -(3-benzyloxycarbonylaminophenoxy)-acetyl-L-asparaginyl] amino-2 - hydroxy-4- phenyl butyryl}-N-t- bu- 
tyl- L-proli nam ide (prepared as described in Example 33), 0.17 g of the title compound were obtained as a col- 
orless powder, melting at 108 - 114°C. 



Elemental analysis: 








Calculated for C 31 H4 2 N 6 07 H 2 0 (molecular weight: 628.71): 
Found: 


C, 59.21%; 
C, 59.37%; 


H, 7.05%; 
H. 6.99%; 


N t 13.37%. 
N, 13.41%. 



Mass spectrum (m/z): 

611 (M + +1), 594, 494, 396, 70 (base). 
Infrared Absorption Spectrum (KBr), v max crrr 1 : 

3352, 1668, 1524, 1495, 1455, 1189, 1161. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 

1.31, 1.33 (together 9H, each singlet); 

1.89- 2.20 (4H, multiplet); 
- 2.61 - 2.93 (4H. multiplet); 

3.73 - 3.77 (2H, multiplet); 

4.36 - 4.46 (3H, multiplet); 

4.54 (2H, singlet); 

4.70-4.78 (1H, multiplet); 

6.86 - 6.92 (2H, multiplet); 

7.10- 7.39 (7H f multiplet). 

EXAMPLE 32 

1-{(2S,3S)-3-[N 2 -{4-[N-(N,N-Dimethylaminoacetyl)-N-methylaminolphenoxy)acetyl-L-asparaginyllamino-2- 
hydroxy-4- phenyl butyryl}-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 38, but using 100 mg (0.1 3 mmol) of 1 -[(2S.3S)- 
3-{N^[4-(N-bromoacetyl-N-methylamino)phenoxy]acetyl-L-asparaginyl}amino-2-hydroxy-4-phenylbuty 
t-butyl-L-prol in amide (prepared as described in Example 30) and 0.12 ml (1.3 mmol) of dimet hyl amine, 90 mg 
of the title compound were obtained as a colorless powder, melting at 129 - 135°C. 



Elemental analysis: 








Calculated for C36H 51 N70 8 -5/2H 2 0 (molecular weight: 
754.864): 

Found: 


C, 57.28%; 
C, 57.31%; 


H, 7.48%; 
H, 7.31%; 


N, 12.99%. 
N, 13.31%. 



EXAMPLE 33 

1-{(2S,3S)-3-[NM3-Benzyloxycarbonylaminophenoxy)acetyl-L-asparaginyl]amino-2-hydroxy-4-phenylbutyr- 
yl}-N-t- butyl- L-prolinamide 

Following a procedure similar to that described in Example 14, but using 0.45 g (0.91 mmol) of 1 -[(2S,3S)- 
3- L-asparaginyl am in o-2- hydroxy-4- phenyl butyrylj-N-t-butyl-L-prolinam id e hydrochloride and 0.30 g (1.00 
mmol) of 3-benzyloxycarbonylaminophenoxyacetic acid, 0.34 g of the title compound were obtained as a col- 
orless powder, melting at 107 - 117°C. 
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Elemental analysis: 








Calculated for CssH^NeOg 1/2H 2 0 (molecular weight 
753.83): 

Found: 


C, 62.13%; 
C, 62.21%; 


H. 6.55%; 
H, 6.65%; 


N f 11.15%. 
N, 10.92%. 



Mass spectrum (m/z): 

593 (M* - 151), 575, 520, 493, 476, 428, 396, 70 (base). 
Infrared Absorption Spectrum (KBr), crrr 1 : 

3320, 1671, 1609, 1538, 1223. 
Nuclear Magnetic Resonance Spectrum (CDC£ 3 , 270 MHz) , 5 ppm: 

1.27 (9H, singlet); 

1.84- 1.99 (2H, multiplet); 

2.04 - 2.32 (2H, multiplet); 

2.56 (1H, doublet of doublets, J = 6.6 & 14.5 Hz); 

2.69 - 2.77 (3H, multiplet); 

3.60 - 3.68 (2H, multiplet); 

4.18-4.27 (1H, multiplet); 

4.44 (5H, singlet-like); 

4.68-4.78 (1H, multiplet); 

5.18 (2H, singlet); 

5.68 (1H, broad singlet); 

6.13 (1H, broad singlet); 

6.47-6.50 (1H, multiplet); 

6.58-6.61 (1H, multiplet); 

7.07 - 7.24 (8H, multiplet); 

7.34 - 7.38 (5H, multiplet); 

7.47 - 7.50 (1H, multiplet). 

EXAMPLE 34 

1-{(2S,3S)-3-[NH2-Benzyloxycait»onyte^ 
yl}-N-t- bu tyl-L-prol inamid e 

Following a procedure similar to that described in Example 14, but using 0.45 g (0.91 mmol) of 1-[(2S,3S)- 
3-L-asparaginylamino-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-prolinamide hydrochloride and 0.30 g (1.00 
mmol) of 2-benzyloxycarbonylaminophenoxyacetic acid, 0.42 g of the title compound was obtained as a col- 
orless powder, melting at 100 - 105°C. 



Elemental analysis: 








Calculated for C 39 H 4a N 6 0 9 -2/3H 2 0 (molecular weight: 
756.83): 

Found: 


C, 61.89%; 
C, 61.95%; 


H, 6.57%; 
H, 6.49%; 


N, 11.11%. 
N, 11.25%. 



4 I 

EXAMPLE 35 



1-{(2S,3S>3-[NH2-Aminophenoxy)-acetyl-L-aspara 
linamide 

Following a procedure similar to that described in Example 17, but using 0.25 g (0.34 mmol) of 1-{(2S,3S)- 
3-[N^(2-benzyloxycart>onylaminophenoxy)acetyi-L-aspara^ 

L-proiinamide (prepared as described in Example 34), and then purifying the product by preparative thin layer 
chromatography, using a 1 : 8 by volume mixture of methanol and methylene chloride as the developing sol- 
vent 60 mg of the title compound were obtained as a colorless powder, melting at 107 - 114°C. 
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Elemental analysis: 










Calculated for C 31 H 4 2N 6 07 H 2 0 (molecular weight: 628.71): 


C, 59.22%; 


H, 7.05%; 


N, 13.36%. 


5 


Found: 


C, 59.04%; 


H, 7.04%; 


N, 13.20%. 



Mass spectrum (m/z): 

611 (M + + 1). 594, 494, 463, 397, 70 (base). 
Infrared Absorption Spectrum (KBr), cm- 1 : 
10 3344, 1668, 1507, 1455, 1213. 

Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 

1.30, 1.32 (together 9H, each singlet); 

1.89- 1.98 (2H, multiplet); 

2.01 - 2.20 (2H, multiplet); 
15 2.58 - 2.70 (2H, multiplet); 

2.77 - 2.87 (2H, multiplet); 

3.72 - 3.76 (2H, multiplet); 

4.34 - 4.44 (3H f multiplet); 

4.48 - 4.56 (2H, multiplet); 
20 4.73 (1 H, triplet, J = 6.6 Hz); 

6.65- 6.71 (1H, multiplet); 

6.80 - 6.81 (2H, multiplet); 

7.10-7.29 (6H, multiplet). 



25 EXAMPLE 36 

(4S)-1-[(2S,3S)-3-(N^Benzyloxycart)onyl-L-asparaginyl)amm^ 
tyt-L-prolinamide 

30 Following a procedure similar to that described in Example 1 , but using 222 mg (0.5 mmol) of (2S,3S)-3- 

(N^benzyloxycarbonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyric acid and 144 mg (0.5 mmol) of (4S)- 
N-t-butoxycarbonyl-4-fluoro-N-t-butyl-L-prolinamide, 120 mg of the title compound were obtained as a color- 
less powder, melting at 95 - 100°C. 



Elemental analysis: 










Calculated for C^H^NsOyMteHzO (molec- 
ular weight: 622.70): 

Found: 


C, 59.80%; 
C, 60.08%; 


H, 6.64%; 
H, 7.01%; 


N, 11.25%; 
N, 10.88%; 


F, 3.05%. 
F, 2.67%. 



Mass spectrum (m/z): 

596 (M + - 17), 576, 514, 497, 452, 406, 368, 318, 290. 246, 210, 189, 147, 91 (base peak). 
Infrared Absorption Spectrum (KBr), cnr 1 : 

3328, 1668, 1531. 1455, 1394, 1366, 1326. 1263, 1227, 1109, 1047. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 

1.29 (9H, singlet); 

2.28 - 2.66 (4H, multiplet); 

2.80 - 3.03 (2H, multiplet); 

3.72 - 4.80 (6H, multiplet); 

5.07 (2H, singlet); 

5.27 (1H, doublet-like, J = 53.2 Hz); 
7.10 -7.35(1 OH, multiplet). 



55 
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EXAMPLE 37 

1-[(2S,3S)-3-(N^Benzyloxycarbonyt-L-a^ 
t- butyl- L-prolinamide 

Following a procedure similar to that described in Example 1, but using 222 mg (0.5 mmol) of (2S,3S)-3- 
(N^benzyloxycart>onyl-L-asparaginyl)amino-2-hydroxy^phenyibutyric acid and 1 80 mg (0.5 mmol) of N-t-bu- 
toxycarbonyl^fluorobutDxy-N-t-butyl-L-prollnamine, 180 mg of the title compound were obtained as a color- 
less powder, melting at 68 - 71 °C. 



10 


Elemental analysis: 












Calculated for CasH^NgOsFHzO (molecular 
weight 703.82): 


C, 59.73%; 


H, 7.16%; 


N, 9.95%; 


F, 2.70%. 


15 


Found: 


C, 60.05%; 


H, 7.53%; 


N, 9.67%; 


F, 2.34%. 



EXAMPLE 38 

1-[(2S ) 3S)-3-{N^[4-(N-Morpholinoacetyl-N-methylamino)phenoxy3acetyl-L-asparaginyl}amino-2-hydfDxy^ 
phenylbutyryi]-N-t-butyl-L-prolinamide acetate 

0.1 1 ml (1 .3 mmol) of morphoiine was added to 1 00 mg (0.1 3 mmol) of 1-[(2S,3S)-3-{N 2 -[4-(N-bromoacetyl- 
N-methylamino)phenoxy]acetyl-L-asparaginyl}am (pre- 
pared as described in Example 30), and the resulting mixture was allowed to stand for 4 days. At the end of 
this time, the reaction mixture was diluted with chloroform, and the diluted solution was washed with water. 
The solvent was then removed by distillation under reduced pressure, and the residue was purified by prep- 
arative thin layer chromatography, using a 16 : 4 : 1 by volume mixture of chloroform, methanol and 32% v/v 
aqueous acetic acid. The product was triturated with diethyl ether, to obtain 49 mg of the title compound as a 
colorless powder, melting at 114 - 122°C. 





Elemental analysis: 






! 


35 


Calculated for CasH^N^- CH 3 COOH-1/3H 2 0 (molecular 
weight 817.92): 


C, 58.73%; 


H, 7.11%; 


N, 11.98%. 




Found: 


C, 58.76%; 


H, 7.15%; 


N, 12.40%. 



Mass spectrum (m/z): 
40 444 (M* - 307), 427, 344, 327, 100 (base). 

Infrared Absorption Spectrum (KBr), v max crrr 1 : 
3332, 1668, 1510, 1454, 1228, 1116. 

Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 6 ppm: 

1.30, 1.32 (together 9H, each singlet); 
45 1 .90 - 1 .98 (2H, multiplet); 

2.05 - 2.21 (2H, multiplet); 

2.37 (4H, triplet, J = 4.6 Hz); 

2.62 - 2.91 (8H, multiplet); . 

3.20 (3H, singlet); 
so 3.60 - 3.66 (6H, multiplet); 

3.73 - 3.76 (2H, multiplet); 

4.35 - 4.43 (3H, multiplet); 

4.54 (2H, singlet); 

4.73 '(1H, triplet, J = 6.6 Hz); 5 t 

55 7.05 - 7.28 (9H. multiplet). , 



' t 
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EXAMPLE 39 

1-{(2S,3S)-3-[NHMN-(lsopentylamino)acetyl-N-methylam 
droxy-4-phenylbutyryl}-N-t-butyl-L-prolinamide acetate 

Following a procedure similar to that described in Example 38, but using 100 mg (0.1 3 mmol) of 1-[(2S,3S)- 
S-^M^N-bromoacetyl- N-met hyl am i no) phe noxy]acetyl-L-asparaginyl}amino-2-hydroxy-4-phenylbutyryl]-N- 
t-butyl-L-prol in amide (prepared as described in Example 30) and 0.14 mi (1.3 mmol) of isoamylamine, 39 mg 
of the title compound were obtained as a colorless powder, melting at 96 - 104°C. 



Elemental analysis: 








Calculated for C^H^N^s -CH 3 COOH-1/3H 2 0 (molecular 
weight 817.96): 

Found: 


C, 60.20%; 
C f 60.22%; 


H, 7.60%; 
H, 7.53%; 


N, 11.99%. 
N, 12.33%. 



Mass spectrum (m/z): 

734 (M + - 17), 607, 444, 389. 327, 307, 100 (base). 
Infrared Absorption Spectrum (KBr), Vmax cm- 1 : 

3327, 1667, 1510, 1454. 
Nuclear Magnetic Resonance Spectrum (CDC£ 3 , 270 MHz), 5 ppm: 

0.88 (6H, doublet, J = 6.6 Hz); 

1.30 (9H, singlet); 

1.44-1.63 (3H, muitiplet); 

1.90- 2.35 (7.H, muitiplet); 

2.49-2.60 (1H, muitiplet); 

2.65 - 2.83 (5H, muitiplet); 

3.27 (7H, singlet); 

3.30 - 3.38 (2H, muitiplet); 

3.63 - 3.70 (2H, muitiplet); 

4.35 - 4.55 (5H, muitiplet); 

4.68- 4.78 (1H, muitiplet); 

6.05 (br1H. singlet); 

6.41 - 6.55 (2H, muitiplet); 

6.95 - 7.01 (2H, muitiplet); 

7.13-7.30 (8H, muitiplet); 

7.43 (1H, broad doublet, J = 8.6 Hz); 

7.99 (1H, doublet, J = 7.3 Hz). 

EXAMPLE 40 

1-{(2S,3S)-3-[N 2 -{4-[N-(N-Methyl-N-phenylamino)acetyl-N-methylamino]phenoxy}acetyl-L-asparaginyl3ami- 
no-2-hydroxy-4- phenyl but yryl}-N-t- but yl-L-prolinamide 

Following a procedure similar to that described in Example 38, but using 100 mg (0.13 mmol) of 1-[(2S,3S)- 
3-{NM4-(N-bromoacetyl-N-methylamino)phen 

t-butyl-L-prolinamide (prepared as described in Example 30) and 0.14 ml (1.3 mmol) of N-met hylan Nine, and 
then purifying the product by preparative thin layer chromatography, using a 1 : 8 by volume mixture of me- 
thanol and methylene chloride as the developing solvent, 43 mg of the title compound were obtained as a col- 
orless powder, melting at 107 - 112°C. 



Elemental analysis: 








Calculated for C^HjaNyOa -1/2H 2 0 (molecular weight: 
780.90): 

Found: , 


C, 63.06%; 
C, 63.01%; 


H, 6.97%; 
H, 6.98%; 


N, 12.56%. 
N, 12.34%. : 



307 



EP0 587 311 A1 



Mass spectrum (m/z): 

444 (M+ - 327), 424, 344, 327, 310, 120 (base). 
Infrared Absorption Spectrum (KBr), v,^ crrr 1 : 

3335, 1672, 1601, 1509, 1453, 1246, 1223. 
Nuclear Magnetic Resonance Spectrum (CDCf 3t 270 MHz), 6 ppm: 

1.29, 1.32 (together 9H, each singlet); 

1.89-2.01 (2H. multiplet); 

2.14- 2.37 (2H, multiplet); 

2.55 (1H, doublet of doublets, J = 6.6 &14.5 Hz); 

2.69 - 2.82 (3H, multiplet); 

2.92 (3H, singlet); 

3.23 (3H, singlet); 

3.49 (1H, singlet); 

3.67 (2H, triplet, J = 6.6 Hz); 

3.82 (2H. singlet); 

4.44 - 4.48 (5H, multiplet); 

4.71 -4.72(1H, multiplet); 

5.87 (1H, broad); 

6.43 (1H, singlet); 

6.55 (doublet, J = 8.58 Hz2H, ); 

6.69 (1 H. triplet, J = 7.3 Hz); 

7.00 (2H, doublet, J = 9.2 Hz); 

7.19-7.26 (12H, multiplet). 

EXAMPLE 41 

1- {(2S,3SX3-[NH4-[N-(4-Benzylpiperaziny^ 

2- hydroxy-4-phenylbutyryl}-N-t-butyl-L-prolinamide acetate 

Following a procedure similar to that described in Example 38, but using 1 00 mg (0.1 3 mmol) of 1 -[(2S.3S)- 

3- {NH4-bromoacetyl-N-methylamino)phenoxy]acetyl-L- as paraginyl}amino-2-hydroxy-4- phenyl butyryl]-N-t- 
butyl-L-prolinamide (prepared as described in Example 30) and 0.23 ml (1.3 mmol) of 1 -benzyl pi perazine, 74 
mg of the title compound were obtained as a colorless powder, melting at 109-114°C. 



Elemental analysis: 








Calculated for C^HeoNsOs CH 3 COOH (molecular weight: 
901.05): 

Found: 


C, 62.65%; 
C, 62.72%; 


H, 7.16%; 
H, 6.85%; 


N, 12.44%. 
N, 12.94%. 



Mass spectrum (m/z): 

723 (M + - 117), 677, 607, 494. 427, 396, 354, 327, 189 (base). 
Infrared Absorption Spectrum (KBr), Vmax cm- 1 : 

3328, 1668, 1510, 1455, 1227. 
Nuclear Magnetic Resonance Spectrum (CDC£ 3 , 270 MHz), 5 ppm: 

1.30 (9H, singlet); 

1.88-2.38 (7H, multiplet); 

2.48 - 2.93 (1 2H, multiplet); 

3.21 (3H, singlet); 

3,28 - 3.38 (2H, multiplet); 

3.59 - 3.70 (4H, multiplet); 

4.39 - 4.50 (5H, multiplet); * 1 
4.68 - 4.77 (1 H, multiplet); * 
5.80 (1H, broad singlet); 

6.09 (1H, broad singlet); 

6.40 - 6.48 (1 H, multiplet); 1 v 
6.92 - 6.98 (2H, multiplet); 
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7.09-7.41 (13H, multiplet); 
8.17 (1H, doublet, J = 7.3 Hz). 

EXAMPLE 42 

5 

1-[(2S,3S)-3-{NH4-(N-p-Nitrophenoxycarbony^ 
droxy-4-phenylbutyryl]-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 30, but using 500 mg (0.76 mmol) of 1-{(2S,3S)- 
10 S-tNZ-^methylaminophenoxyJacetyl-L- asparaginyl]amino-2-hydroxy-4-phenylbutyryl}-N r t-butyl-L-prolina- 
mide hydrochloride (prepared as described in Example 20) and 236 mg (1.13 mmol) of 4- nitrophenoxy carbon yl 
chloride, 121 mg of the title compound were obtained as a colorless powder, melting at 116 - 119°C. 



Elemental analysis: 








Calculated for C^^NtO^ H 2 0 (molecular weight 
807.84): 

Found: 


C, 57.98%; 
C f 58.20%; 


H, 6.11%; 
H, 6.10%; 


N, 12.14%. 
N, 12.14%. 



Mass spectrum (m/z): 

607, 508, 444, 427, 373, 345, 327, 256, 228, 207, 139, 122, 70. 
Infrared Absorption Spectrum (KBr) , v max crrr 1 : 

3339, 1733, 1675, 1513. 
Nuclear Magnetic Resonance Spectrum (CDCRf 3 , 270 MHz), 5 ppm: 

1.29, (9H, singlet); 

1.81 -2.30(4H, multiplet); 

2.56 (1H, doublet of doublets, J = 6.6, 18.2 Hz); 

2.65 - 2.80 (3H, multiplet); 

3.32 - 3.45 (3H, multiplet); 

3.60 - 3.70 (2H, multiplet); 

4.39 - 4.50 (5H, multiplet); 

4.70 - 4.79 (1H, multiplet); 

5.74 (1H, broad singlet); 

6.25 (1H, broad singlet); 

6.48 (1 H, broad singlet); 

6.96 (1H, doublet, J = 8.6 Hz); 

7.06 - 7.30 (9H, multiplet); 

7.53 (1H, broad doublet, J = 8.6 Hz); 

8.05 - 8.28 (3H, multiplet). 

EXAMPLE 43 



1-[(2S,3S)-3-{N 2 -[4-(N-Morpholinocarbonyl-N-methylamino)phenoxy]acetyl-L-asparaginyl}amino-2-hydroxy- 
4-phenylbutyryl]-N-t-butyl-L-prolinamide 

A solution of 47 mg (0.060 mmol) of 1-[(2S,3S)-3-{N^[4-(N-2-nitrop 
noxy]acetyl-L-asparaginyl}amino-2-hydroxy-4-phenylbutyryf]>N-t-butyl-L-prolinamide (prepared as described 
in Example 42) dissolved in 0.5 ml of morpholine was allowed to stand at room temperature for 6 days. At the 
end of this time, the reaction mixture was freed from an excess of morpholine by distillation under reduced 
pressure, and the residue was diluted with chloroform and then washed with water. The organic layer was dried 
over anhydrous sodium sulfate and the solvent was removed by distillation under reduced pressure. The resi- 
due was purified by preparative thin layer chromatography, using a 8 : 1 by volume mixture of methylene chlor- 
ide and methanol as the developing solvent, to give 30 mg of the title compound as a colorless powder, melting 
at112-114°C. 
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Elemental analysis: 










Calculated for C 37 H 51 N709 1.2H 2 0 (molecular weight 
759.45): 


C, 58.51%; 


H, 7.09%; 


N. 12.91%. 


5 


Found: 


C, 58.77%; 


H, 6.90%; 


N, 12.43%. 



Mass spectrum (m/z): 

720 (M+ - 17), 620, 523, 493. 427, 390, 328. 293, 256, 228, 171, 114, 70. 
10 Infrared Absorption Spectrum (KBr), crrr 1 : 

3328,1675,1508. 
Nuclear Magnetic Resonance Spectrum (CDCf 3 , 270 MHz), S ppm: 

1.29, (9H, singlet); 

1.85- 2.32 (4H, multiplet); 
15 2.53 - 2.85 (4H, multiplet); 

3.13- 3.22 (7H, multiplet); 

3.43 - 3.50 (4H, multiplet); 

3.62 - 3.72 (2H, multiplet); 

4.35 - 4.50 (5H, multiplet); 
20 4.70 - 4.80 (1 H, multiplet); 

5.80 (1H, broad singlet); 

6.37 (1H, broad singlet); 

6.52 (1H, broad singlet); 

6.90 (2H, doublet, J = 9.2 Hz); 
25 7.04 - 7.25 (7H, multiplet); 

7.58 (1H, doublet, J = 8.6 Hz); 

8.06 (1H. doublet, J = 7.3 Hz). 

EXAMPLE 44 

30 

1-[(2S,3S)-3-{NH^{N-[N-(3-Dimethyte^ 

ginyl}amino-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-pronnamide acetate 

Following a procedure similar to that described in Example 43, but using 50 mg (0.063 mmol) of 1 -[(2S.3S)- 
35 ^{NM^^-^nitrophenoxycartonyl-N^ 

nylbutyryl]-N-t-butyl-Uprolinamide (prepared as described in Example 42) and 0.80 ml of 3-dimethylamino- 
propylamine, and then purifying the product by preparative thin layer chromatography, using a 16 : 4 : 1 by 
volume mixture of chloroform, methanol and 33% v/v aqueous acetic acid as the developing solvent, 9 mg of 
the title compound were obtained as a colorless powder, melting at 113 - 116°C. 



40 


Elemental analysis: 










Calculated for CaaHgeNgOs -C^Oa 2H 2 0 (molecular 
weight 788.92): 


C, 56.59%; 


H, 7.60%; 


N, 13.20%. 


45 


Found: 


C, 56.01%; 


H, 7.42%; 


N, 13.00%. 



j : 1 _L_ 

Infrared Absorption Spectrum (KBr), crrr 1 : i 

3334, 1672, 1576, 1532. 
Nuclear Magnetic Resonance Spectrum (CDCf 3 : CD 3 OD = 5 : 1 by volume, 270 MHz), 8 ppm: 

1.32 (9H, singlet); 



1.70-1.80 (1H, multiplet); 
1.90- 2.15 (12H, multiplet); 
2.48 - 2.85 (6H, multiplet); 
3.15 - 3.25 (5H, multiplet); 
3.65 - 3.78 (2H, multiplet); 
4.30 - 4.52 (5H, .multiplet); 
4.67 - 4.75 (1H, multiplet); 
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6.98 - 7.08 (2H, multiplet); 
7.11 - 7.29 (5H, multiplet); 
7.45 - 7.51 (2H, multiplet). 

EXAMPLE 45 

1-{(2S,3S)-3-[NH4-[N-(2-Morpholinoethyl)-N-methv^^ 
4-phenylbutyryl}-N-t-butyl-L-prolinamide 

1-[(2S,3S)-3-{NM4-(2-bromoethy1amino)phen 
ylJ-N-t-butyl-L-prolinamide was prepared by reacting 500 mg of l-^S.S^-S-fN^^methylaminophe- 
noxy)acetyl-L-asparaginyl]amino-2-hydroxy-4-phenylbutyryl}-N-t-butyl-L-prolinamide hydrochloride (pre- 
pared as described in Example 20) with 0.65 ml of 1 ,2-dibromoethane in the presence of sodium carbonate 
at a temperature of 70°C. 

Following a procedure similar to that described in Example 38, but using the 1-[(2S,3S)-3-{N-[4-(2-bro- 
moethylamino)phenoxy]acetyl-L-asparaginyl}amino-2-hydroxy-4- phenyl butyryl]-N-t-butyl-L-prolinamide pre- 
pared as described above and morphoiine as starting materials, in relative proportions similar to those used 
in that Example, and then purifying the product by preparative thin layer chromatography, using a 1 : 8 by vol- 
ume mixture of methanol and methylene chloride as the developing solvent, 10 mg of the title compound were 
obtained as a colorless powder, melting at 85 - 95°C. 



Elemental analysis: 








Calculated for C^H^^Og -6/5H 2 0 (molecular weight: 
759.50): 

Found: 


C, 60.09%; . 
C, 60.00%; 


H, 7.62%; 
H, 7.11%; 


N, 12.91%. 
N, 12.70%. 



Mass spectrum (m/z): 

737 (NT), 720, 620, 444, 390, 327, 100 (base). 
Infrared Absorption Spectrum (KBr), v max crrr 1 : 

3332,1671,1512,1454,1231,1117. 
Nuclear Magnetic Resonance Spectrum (CDC? 3 , 270 MHz), 8 ppm: 

1.30 (9H, singlet); 

1.80 - 2.80 (14H, multiplet); . 

2.90 (3H, singlet); 

3.37 - 3.45 (2H, multiplet); 

3.63 - 3.75 (6H, multiplet); 

4.39 - 4.51 (5H, multiplet); 
4.69-4.79 (1H, multiplet); 
5.43 (1H, broad singlet); 
5.95 (1H, broad singlet); 
6.49-6.55 (1H, multiplet); 
6.67 - 6.74 (2H, multiplet); 
6.83 - 6.90 (2H, multiplet); 
7.05 - 7.26 (5H, multiplet); 

7.40 (1H, doublet, J = 8.6 Hz); 
8.02 (1H, doublet, J = 7.3 Hz). 

EXAMPLE 46 

1-[(2S,3S)-3-{NH^{N-[N-(2- Hydroxy ethy^ 
no-2-hydroxy-4-phenyibutyryl]-N-t-butyl-L-prolinamide acetate 

Following a procedure similar to that described in Example 38, but using 80 mg (0.11 mmol) of 1-[(2S,3S)- 
3{NH4- bromoacety l-N-met hy lami n o) p he noxy] 

butyl-L-proiin amide (prepared as described in Example 30) and 1 ml of 2-aminoethanol, 40 mg of the title com- 
pound were obtained as a colorless powder, melting at 96 - 106°C. 
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Elemental analysis: 








Calculated for C^NyO, -1/2 CH 3 COOH 3/2H 2 Q (molecu- 
lar weight: 842.93): 

Found: 


C, 55.57%; 
C. 55.56%; 


H, 7.18%; 
H. 6.88%; 


N, 11.63%. 
N. 11.98%. 



EXAMPLE 47 

1-[(2S,3S)- 3-{NH4-{N-[3-(N,N-Pimet 

ag?nyl}amino-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-prolinamide acetate 

Following a procedure similar to that described in Example 38, but using 80 mg (0.11 mmol) of 1-[(2S,3S)- 
3-{NM4-bromoacetyl-N-methylamino)phenoxy]a^ 

butyl-L-prolinamide (prepared as described in Example 30) and 1 ml of N,N-dimethylaminopropylamine, 20 mg 
of the title compound were obtained as a colorless powder, melting at 108 - 116°C. 



Elemental analysis: 








Calculated for CagHsaNeOs -2CH 3 COOHH 2 0 (molecular 
weight 905.04): 

Found: I 


C, 57.06%; 
C, 52.98%; 


H, 7.35%; 
H, 7.17%; 


N, 10.83%. 
N, 12.22%. 



Mass spectrum (m/z): 

749 (M + - 17), 607, 504, 419, 355, 322, 58 (base). 
Infrared Absorption Spectrum (KBr), crrr 1 : 

3330, 1672, 1543, 1510, 1455, 1401, 227. 
Nuclear Magnetic Resonance Spectrum (CDC£ 3 , 270 MHz), 5 ppm: 

1.30 (9H, singlet); 

1.80-2.31 (10H, multiplet); 

2.45 - 2.90 (14H, multiplet); 

3.22 - 3.34 (5H, multiplet); 
v 3.64 - 3.72 (2H, multiplet); 

4.38 - 4.56 (5H, multiplet); 

4.70-4.78 (1H, multiplet); 

6.11 -6.18(1H, multiplet); 

6.58 - 6.69 (2H, multiplet); 

6.92 - 7.00 (2H, multiplet); 

7.10-7.29 (8H t multiplet); 

7.41 (1H, doublet, J = 8.6 Hz); 

7.99 (1H, doublet, J = 7.9 Hz). 

EXAMPLE 48 

1-[(2S,3S)-3-{N 2 -[4-{N- [N-(3-Morpholinopropyl)amino]acetyl-N-methylamino}phenoxy]acetyl-L-asparagi- 
nyl}amino-2-hydroxy-4-phenylbutyryi-N-t-butyl-L-prolinamide acetate 

Following a procedure similar to that described in Example 38, but using 80 mg (0.11 mmol) of 1 -[(2S.3S)- 
3-{N^4-bromoacety1-N-methyiam 

butyl-L-prolinamide (prepared as described in Example 30) and 1 ml of 4-(3-aminopropyi)morpholine, 30 mg 
of the title compound were obtained as a colorless powder, melting at 102 - 106°C. 
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Elemental analysis: 










Calculated for C^HeoNeOg CH 3 COOH H 2 0 (molecular 
weight 887.02): 


C, 58.22%; 


H, 7.50%; 


N. 12.63%. 


5 


Found: 


C, 58.00%; 


H, 7.29%; 


N, 12.77%. 



EXAMPLE 49 

10 

1-{(2S^S)-3-[N 2 ^4-[N-(N-Benzyloxycarbonyf-Y^ 
paraginyl]amino-2-hydroxy-4-phenylbutyry]}-N-t-butyl-L-proHnamide 

0.15 ml (1.08 mmol) of triethylamine and 0.25 g (0.54 mmol) of bromo-tris-pyrrolidine-phosphonium hex- 
15 afluorpphosphate were added, whilst ice-cooling, to a solution of 300 mg (0.45 mmol) of l-^S.SSJ-S-tN 2 -^ 
methylaminophenoxy)acetyl-L-asparaginyl]amino-2-hydroxy-4-phenylbutyryl}-N-t-butyl-L-prolinamide hy- 
drochloride (prepared as described in Example 20) and 200 mg (0.54 mmol) of y-benzyl N^benzyloxycarbonyl- 
L-glutamate in 5 ml of dimethylformamide, and the resulting mixture was stirred for 1 day. At the end of this 
time, the mixture was neutralized by the addition of 1 N aqueous hydrochloric acid, and then the reaction mix- 
20 ture was concentrated by evaporation under reduced pressure. The resulting concentrate was diluted with ethyl 
acetate. The diluted solution was washed with 1 N aqueous hydrochloric acid, with a 5% w/v aqueous solution 
of sodium hydrogencarbonate and with a saturated aqueous solution of sodium chloride, in that order, and then 
the solvent was removed by distillation under reduced pressure. The residue was purified by preparative thin 
layer chromatography, using a 7.5 : 1 by volume mixture of methylene chloride and methanol as the developing 
25 solvent and the product was triturated with hexane, to give 1 36 mg of the title compound as a colorless powder, 
melting at 85- 91 °C. 





Elemental analysis: 








30 


Calculated for C^M^NtO^ *H 2 0 (molecular weight: 9 
Found: 


96.10): 


C, 62.70%; 
C, 62.90%; 


H, 6.58%; 
H, 6.49%; 


N, 9.84%. 
N, 9.42%. 



EXAMPLE 50 

35 

1-[(2S,3S)-3-{NH^(N-L-Glutaminyl-N-methy^ 
nylbutyryl]-N-t-butyl-L-proiinamide hydrochloride 

Following a procedure similar to that described in Example 17, but using 80 mg (0.08 mmol) of 1-{(2S,3S)- 
40 1-{(2S,3S)-3-[N^4-[N-(N-benzyloxycaroonyl-y-benzyl-L-glutaminyl) 

aginyl]amino-2-hydroxy-4-phenylbutyryl}-N-t-butyl-L-prolinamide (prepared as described in Example 49), 45 
mg of the tide compound were obtained as a colorless powder, melting at 106 - 123°. 



Elemental analysis: 










Calculated for C37H51N7OK) 
4/3HCI-3.2H 2 0 (molecular weight: 860.11): 

Found: 


C, 51.66%; 
C, 51 .40%; 


H, 6.77%; 
H, 6.68%; 


N, 11.40%; 
N, 11.38%; 


CI, 5.50%. 
CI, 5.31%. 



50 

EXAMPLE 51 

1-[(2S,3S)-3-(N^Benzyloxycart>onyl-L-asparaginyl)am 
55 dro-L-prolinam'ide 

Following a procedure similar to that described in Example 1, but using 330 mg (0.75 mmol) of (2S.3S)- 
3-(N^benzyloxy carbon yl-L-asparaginyl)amino-2-hydroxy-4- phenyl butyric acid and 200 mg (0.75 mmol) of N- 
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t-butoxycart)onyi-3,4Hjehydro-N-t-butyl-L-prolinamide, 260 mg of the title compound were obtained as a col- 
orless powder, melting at 106 - 110°C. 





Elemental analysis: 








5 


Calculated for C^HagNgOr -1/2H 2 0 (molecular weight: 
602.70): 


C, 61.78%; 


H, 6.69%; 


N, 11.62%. 




Found: 


C, 61.68%; 


H, 6.77%; 


N, 11.59%. 



10 



15 



20 



25 



Mass spectrum (m/z): 

593 (M+), 576, 494, 477, 426, 386, 343, 290, 246, 226, 169, 158, 108, 68 (base peak). 
Infrared Absorption Spectrum (KBr), crrr 1 : 

3328, 1668, 1620, 1532, 1455, 1393, 1366, 1322, 1246, 1227, 1156, 1112, 1087, 1052, 1029. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 5 ppm: 

1.32, 1.33 (together 9H, each singlet); 

2.40-2.47 (1H, multiplet); 

2.55-2.64 (1H, multiplet); 

2.79 - 2.95 (2H, multiplet); 

4.15-4.60 (6H, multiplet); 

5.08 (2H, singlet); 

5.79 (1H, multiplet); 

6.02 (1H, multiplet); 

7.10 - 7.35 (9H, multiplet). 

EXAMPLE 52 



(4R)-1-[(2S,3S)-3-(N^Benzyloxycaroonyl-L-a^ 
tyl-L-prolinamide 



30 



Following a procedure similar to that described in Example 1, but using 146 mg (0.33 mmol) of (2S,3S)- 
3- (N 2 -benzyloxycarbonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyric acid and 100 mg (0.33 mmol) of 
(4R)-N-t-butoxycarbonyl-4-chloro-N-t- butyl- L-prol in amide, 50 mg of the title compound were obtained as a col- 
orless powder, melting at 103 - 107°C. 



35 


Elemental analysis: 












Calculated for C 31 H4oN 5 07CM/2H 2 0 (mo- 
lecular weight 639.16): 


C, 58.26%; 


H, 6.46%; 


N, 10.96%; 


a, 5.55%. 


40 


Found: 


C, 57.93%; 


H, 6.29%; 


N, 10.60%; 


CI, 5.25%. 



45 



50 



55 



Mass spectrum (m/z): 

630 (M+), 577, 513, 493, 475, 398, 368, 351, 290, 262, 205, 163, 91 (base peak). 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3328, 1668, 1536, 1499. 1455, 1392, 1367, 1321, 1256, 1227, 1157, 1114, 1051, 1028. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 5 ppm: 

1.32 (9H, singlet); 

2.35 - 2.47 (3H, multiplet); 

2.58 - 2.65 (1H, multiplet); 

2.75 - 2.86 (2H, multiplet); ♦ 

4.01 - 4.09 (2H, multiplet); 

4.23 - 4.34 (1 H, multiplet); 

4.44 - 4.47 (2H, multiplet); 

4.62 (1H, triplet, J = 8.0 Hz); 

4.72 (1H, singlet); 

5.08 (2H, singlet); 

7.11 -7.35 (10H, multiplet). 
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EXAMPLE 53 

1-[(2S > 3S)-3-(N 2 -Benzyloxycarbonyl-L-asparaginyl)amino-2-hydroxy-4- phenyl but yryl]-N-t-butyl-L-pyrogluta- 
mamide 

Following a procedure similar to that described in Example 14, 4.78 g (12.7 mmol) of (2S,3S)-3-(N,N-di- 
benzylamino)-2-hydroxy-4-phenyt butyric acid was condensed with 4.19 g (12.7 mmol) of the a-t-butylamide 
of Y-benzyl L-glutamate, to give 6.53 g of the a-t-butylamide of y-benzyl N-[(2S,3S)-3-(N,N-dibenzylamino)-2- 
hydroxy-4- phenyl but yrylj- L-glutamate. 1.00 g (1.54 mmol) of this compound was debenzylated by reduction 
in a similar manner to that described in Example 15(c) and was then acylated using 0.66 g (1 .69 mmol) of the 
pj-nitrophenyl ester of N^benzyloxycarbonyl-L-asparagine j n a similar manner to that described in Example 
15(d) to give 0.57 g of the a-t-butylamide of (2S > 3S)-3-(N 2 -benzyloxycarbonyl-L-asparaginyl)amino-2-hydroxy- 
4-phenylbutyryl-L-glutamic acid. 100 mg (0.16 mmol) of this compound and 2.1 mg (0.018 mmol) of 4-dime- 
thylaminopyridine were dissolved in 5 ml of dimethylformamtde and 34 mg (0.18 mmol) of 1-ethyl-3-(3- 
dimethylaminopropyi)carbodiimide hydrochloride were then added to the resulting solution, whilst ice-cooling. 
The resulting mixture was then stirred at room temperature for 24 hours, after which the solvent was removed 
by distillation under reduced pressure. The residue was dissolved in ethyl acetate and the resulting solution 
was washed with a 5% w/v aqueous solution of citric acid and dried over anhydrous sodium sulfate. The organic 
solvent was removed by distillation under reduced pressure, and the residue was purified by preparative thin 
layer chromatography, using a 7.5 : 1 by volume mixture of methylene chloride and methanol as the developing 
solvent, to give 14 mg of the title compound as a colorless powder, melting at 121 - 124°C. 



Elemental analysis: 








Calculated for C 31 H39N 5 0 8 -1.25H 2 0 (molecular weight 
632.14): 

Found: 


C, 58.90%; 
C, 58.79%; 


H, 6.62%; 
H, 6.28%; 


- N, 11.08%. 
N, 11.07%. 



EXAMPLE 54 

1-{(2S,3S)-3-{N 2 -(1-BenzyM-piperidyloxy)acety^^ 
L-prolinamide 

Following a procedure similar to that described in Example 14, but using 0.46 g (0.92 mmol) of 1 -[(2S,3S)- 
3-L-asparaginylamino-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-prolinamide hydrochloride and 0.29 g (1.0 
mmol) of 1-benzyl-4-piperidyloxyacetic acid hydrochloride, 310 mg of the title compound were obtained as a 
colorless powder, melting at 94 - 103°C. 



Elemental analysis: 








Calculated for Ca/H^NeOy -2/3H 2 0 (molecular weight: 
704.85): 

Found: 


C, 63.05%; 
C, 63.20%; 


H, 7.63%; 
H, 7.67%; 


N, 11.92%. 
N, 11.90%. 



EXAMPLE 55 

1-{(2S,3S)-3-[N^(4-N,N-Dibenzylaminocycloh 
y1}-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 14, but using 0.22 g (0.45 mmol) of 1-[(2S,3S)- 
3- L-asparaginylamino-2-hydroxy-4-phenylbutyryl]-N-t-butyl- L-prolinamide hydrochloride and 0.19 g (0.49 
mmol) of 4-(N,N-di benzyl ami no)cyclohexyloxy acetic acid hydrochloride, 0.12 g of the title compound were ob- 
tained as a colorless powder, melting at 98 - 103°C. 
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Elemental analysts: 








Calculated for C^H^Ot 2/3H 2 Q (molecular weight 
808.99): 

Found: 


C, 66.81%; 
C, 66.67%; 


H, 7.64%; 
H, 7.50%; 


N, 10.39%. 
N, 10.51%. 



EXAMPLE 56 

1-{(2S,3S)-3-[NH4-Piperidyloxy)acetyl-U 

mlde hydrochloride ~~ ~ 

Following a procedure similar to that described in Example 1 7, but using 200 mg (0.29 mmol) of 1-{(2S,3S)- 
3-{N^(1-benzylpiperid^yloxy)acetyl-L-asparaginyl]aminc)-2-hydr^ 

(prepared as described in Example 54), 160 mg of the title compound were obtained as a colorless powder, 
melting at 140 - 148°C. 



Elemental analysis: 










Calculated for CgoH^NeOy ■ 5/4HCI-3/2H 2 0 
(molecular weight: 675.62): 

Found: 


C, 53.35%; 
C, 53.59%; 


H, 7.50%; 
H t 7.32%; 


N, 12.46%; 
N, 12.43%; 


CI, 6.56%. 
CI, 6.52%. 



EXAMPLE 57 

1-{(2S,3SV3-[NH1-Benzyloxycarbon^ 
yl}-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 30, but using 120 mg (0.1 9 mmol) of 1-{(2S,3S)- 
3-|NM4-piperidyloxy)acetyl-L-asparaginyl]a^ hydro- 
chloride (prepared as described in Example 56) and 0.03 ml (0.21 mmol) of benzyioxycarbony! chloride, 110 
mg of the title compound were obtained as a colorless powder, melting at 98 - 104°C. 



Elemental analysis: 








Calculated for CaaHjaNeO*, H 2 0 (molecular weight: 754.86): 
Found: 


C, 60.46%; 
C, 60.67%; 


H, 7.21%; 
H, 6.92%; 


N, 11.13%. 
N, 11.03%. 



Mass spectrum (m/z): 

736, 719, 619, 575, 511, 501, 444, 389, 348, 327, 91 (base). 
Infrared Absorption Spectrum (KBr), crrr 1 : 

3338, 1675, 1525, 1454, 1229, 1110. 
Nuclear Magnetic Resonance Spectrum (CDCf 3 , 270 MHz), 6 ppm: 

1.30 (9H, singlet); 

1.55 - 2.38 (10H, multiplet); 

2.45 - 2.83 (4H, multiplet); 

3.21 - 3.33 (2H, multiplet); 

3.43 - 4.00 (6H, multiplet); 

4.36 - 4.51 (2H, multiplet); 

4.61 -4.84(1 H, multiplet); 

5.13 (2H, singlet); 

5.35 - 5.44 (1 H, multiplet); 

5.83-5.93 (1H, multiplet); 

6.42-6.51 (1H, multiplet); 

7.13 - 7.50 (11H, multiplet); 
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8.05 (1H, doublet, J = 7.3 Hz). 
EXAMPLE 58 

1-{(2S,3S)-3-[NH^Aminocyclohexyloxy^^ 
L-prolinamide hydrochloride 

Following a procedure similar to that described in Example 17, but using 80 mg (0.1 mmol) of 1-{(2S,3S)- 
3-[NM4-N , N-dibe nzylam i nocy dohexyloxy)acetyl-U 

prolinamide (prepared as described in Example 55), 65 mg of the title compound were obtained as a colorless 
powder, melting at 143 - 146°C. 



Elemental analysis: 










Calculated for CaiH^NeOy 7/6HCL- 
3/2H 2 0 (molecular weight: 686.31): 

Found: 


C, 54.25%; 
C, 54.51%; 


H, 7.66%; 
H, 7.24%; 


N, 12.25%; 
N, 11.22%; 


CI, 6.03%. 
CI, 5.87%. 



EXAMPLE 59 

1-[(2S,3S)-3-{N 2 -{4-(N-Benzyloxycarbonylamino)cyclohexyioxy]acetyl-L-asparaginyl)amino-2-hydroxy-4- 
phenyl butyryl]-N-t- butyl- L-prolinamide 

Following a procedure similar to that described in Example 30, but using 40 mg (61 .2 umol) of 1-{(2S,3S)- 
3-[NM^aniinocydohexyloxy)acetyl-L-asparag hy- 
drochloride (prepared as described in Example 58) and 0.01 ml (67.3 timol) of benzyloxycarbonyl chloride, 22 
mg of the title compound were obtained as a colorless powder, melting at 109 - 114°C. 



Elemental analysis: 








Calculated for C^H^NeOg H 2 0 (molecular weight: 768.89): 
Found: 


C, 60.92%; 
C, 60.92%; 


H, 7.34%; 
H, 7.13%; 


N, 10.93%. 
N. 10.85%. 



Mass spectrum (m/z): 

633 (M + - 117), 525, 499, 444, 417, 373, 327, 70 (base). 
Infrared Absorption Spectrum (KBr), crrr 1 : 

3328, 1672, 1527, 1455, 1261, 1227, 1110. 
Nuclear Magnetic Resonance Spectrum (CDC£ 3 , 270 MHz), 5 ppm: 

1.08- 1.49 (13H, multiplet); 

1.82-2.38 (8H, multiplet); 

2.55 (1H, doublet of doublets, J = 6.6 & 14.5 Hz); 
2.62 - 2.83 (3H, multiplet); 

3.19-3.20 (1H, multiplet); 
3.42 - 3.73 (3H. multiplet); 
3.86 - 3.99 (2H, multiplet); 
4.37 - 4.52 (3H, multiplet); 

4.61 - 4.85 (2H, multiplet); 
5.09 (2H, singlet); 

5.62 - 5.73 (1H, multiplet); 
6.16 (1H, broad singlet); 

6.56 (1H, singlet); 
7.10-7.40 (11 H, multiplet); 
7.53 (1H, doublet, J = 7.9 Hz); 
7.91 (1H, doublet, J = 7.9 Hz). 
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EXAMPLE 60 



H(2S,3S)-3-{NH4-(2-Morpholinoace^^ 
y!3-N-t-butyi-L-prolinamide 

Following a procedure similar to that described in Example 38, but using 100 mg (0.137 mmol) of 1- 
[(2S,3S)-3-[N^(4-bromoac»tamidophenoxy)acetyl-L-aspara 

L-prolinamide and 1 ml of morpholine, 70 mg of the title compound were obtained as a colorless powder, melting 
at121-127°C. 



Elemental analysis: 








Calculated for C 37 H 51 N70 9 -1/2H 2 0 (molecular weight 
746.84): 

Found: 


C, 59.50%; 
C, 59.34%; 


H, 7.02%; 
H, 7.19%; 


N, 13.13%. 
N, 13.02%. 



Mass spectrum (m/z): 

721 (M+ - 16), 720, 620, 523, 493, 428, 391, 348, 327, 100 (base). 
Infrared Absorption Spectrum (KBr), v max crrr 1 : 

3327, 1674, 1512, 1454, 1224, 1116. 
Nuclear Magnetic Resonance Spectrum (CDC? 3 , 270 MHz), 8 ppm: 

1.29 (9H, singlet); 
1.83- 2.30 (4H, multiplet); 
2.51 - 2.81 (8H, multiplet); 
3.13 (2H, singlet); 

3.60 - 3.82 (6H, multiplet); 
4.18-4.50 (5H, multiplet); 
4.69- 4.79 (1H, multiplet); 
5.79 (1H, broad singlet); 

6.30 (1H, broad singlet); 
6.56 (1H, singlet); 

6.86 - 6.94 (2H, multiplet); 
7.05 - 7.35 (6H, multiplet); 
7.46 - 7.58 (3H, multiplet); 
8.00 (1H, doublet, J = 7.3 Hz). 

EXAMPLE 61 

1-{(2S,3S)-3-[NH4-[N-(2-MorpholinoehtyP^ 
droxy-4-phenylbutyryl}~N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 38, but using 100 mg (0.137 mmol) of 1- 
{(2S,3S)-3-[NH4-bromoacetamidoph 

L-prolinamide and 1 ml of 4-(2-aminoethyl)morpholine, 17 mg of the title compound were obtained as a color- 
less powder, melting at 123 - 132°C. 



Elemental analysis: < 




i 




Calculated for C^HgeNgOg H 2 Q (molecular weight: 798.92): 
Found: 


C, 58.63%; 
C, 58.43%; 


H, 7.32%; 
H, 7.33%; 


N, 14.03%. 
N, 13.68%. 



Mass spectrum (m/z): 

593 (M+ - 187), 428, 427, 336, 327, 100 (base). 
Infrared Absorption Spectrum (KBr), crrr 1 : ' ! 

3321, 1672, 1510, 1455, 1225, 1117. 
Nuclear Magnetic Resonance Spectrum (CDC? 3 , 270 MHz), 5 ppm: * 

1.29 (9H, singlet); f 
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1 .83 - 2.84 (1 6H, multiple!); 
3.42 (2H, singlet); 

3.60 - 3.75 (6H, multiplet); 
4.35 - 4.52 (5H, multiplet); 
4.69-4.80 (1H, multiplet); 
5.69 (1 H, broad singlet); 
6.24 (1H, broad singlet); . 
6.50-6.58 (1H t multiplet); 

6.84 - 6.93 (2H, multiplet); 
7.08 - 7.39 (7H, multiplet); 
7.48 - 7.57 (3H, multiplet); 
8.00 (1H, doublet, J = 7.3 Hz). 

EXAMPLE 62 

1-[(2S,3S)-3-{NH^(^Benzylpiperazin-1-yl)acete^ 
phenyl butyryl]-N-t-buty1-L-prolinamide 

Following a procedure similar to that described in Example 38, but using 100 mg (0.137 mmol) of 1- 
{(2S f 3S)-3-[N^(4-bromoacetamidophenoxy)acety1-L-asparaginyl]-amino-2- hydroxy-4- phenyl butyryl}-N-t-butyl- 
L-prolinamide and 1 ml of 1 -benzyl piperazine, 60 mg of the title compound were obtained as a colorless powder, 
melting at 119 - 127°C. 



Elemental analysis: 








Calculated for C^HajNsOa -1/2H 2 0 (molecular weight: 
853.98): 

Found: 


C, 63.21%; 
C, 63.36%; 


H, 7.11%; 
H, 7.11%; 


N, 13.41%. 
N, 13.32%. 



Mass spectrum (m/z): 

479 (M + - 347), 444, 427, 382, 364, 327, 325, 70 (base). 
Infrared Absorption Spectrum (KBr), v max crrr 1 : 

3327, 1675, 1515, 1455, 1225,. 
Nuclear Magnetic Resonance Spectrum (CDC£ 3 , 270 MHz), 8 ppm: 

1.29 (9H, singlet); 

1.83-2.31 (4H, multiplet); 

2.45 - 2.79 (12H, multiplet); 

3.12 (2H, singlet); 

3.51 - 3.72 (4H, multiplet); 

4.19-4.51 (5H, multiplet); 

4.70-4.80 (1H, multiplet); 

5.76 )1H, broad singlet); 

6.27 (1H, broad singlet); 

6.58 (1H, singlet); 

6.85 - 6.95 (2H, multiplet); 

7.07 - 7.37 (11H, multiplet); 

7.43 - 7.57 (3H, multiplet); 

8.00 (1H, doublet, J = 7.9 Hz). 

EXAMPLE 63 

1- {(2S,3S)-3-[NHMN-(N-t-Butoxycart)onyl-L^ 

2- hydroxy-4-phenylbutyryl{-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 49, but using 300 mg (0.45 mmol) of 1-{(2S,3S)- 
S-tN^tg-methyiaminophenoxyJacetyl-L-asparaginylJam ino- 2- hydroxy-4-phenyi butyr yl}-N-t-buty1-L-prolinamide 
hydrochloride (prepared as described in Example 20) and 20 mg of 1-t-butoxycarbonyl-L- proline, 85 mg of the 
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title compound were obtained as a colorless powder, melting at 116 - 125°C. 



Elemental analysis: 








Calculated for C42H59N7O™ -3/2H 2 0 (molecular weight 
848.97): 

Found: 


C, 59.42%; 
C, 59.37%; 


H, 7.18%; 
H, 7.31%; 


N, 11.55%. 
N, 11.26%. 



10 



15 



20 



25 



30 



Mass spectrum (m/z): 

607 (M+ - 214), 541, 474, 429, 377, 327, 304, 70 (base). 
Infrared Absorption Spectrum (KBr) f cm- 1 : 

3335,2975, 1675, 1510, 1454, 1395, 1367, 1247, 1228, 1164, 1123. 
Nuclear Magnetic Resonance Spectrum (CDCf 3 , 270 MHz), 6 ppm: 

1.30 (9H, singlet); 

1.37-1.52 (9H, multiplet); 

■ 2.36 (8H, multiplet); 

• 2.85 (4H, multiplet); 

■ 3.28 (3H, multiplet); 

■ 3.37 (5H, multiplet); 
4.07-4.28 (1H, multiplet); 
4.40 - 4.52 (5H, multiplet); 
4.70-4.80 (1H, multiplet); 
5.70-5.90 (1H, multiplet); 

-6.36 (1H, multiplet); 
-6.56 (1H, multiplet); 
- 7.02 (2H, multiplet); 

• 7.35 (6H, multiplet); 
-7.59 (1H, multiplet); 
-8.20 (1H, multiplet). 



1.63- 
2.57 
3.21 ■ 
3.30- 



6.25- 
6.47- 
6.93- 
7.10- 
7.51 - 
8.01 - 



EXAMPLE 64 



35 



40 



1-[(2S,3S)-3-{NH4-(N-Methyl-N-propylamino^ 
tyryl]-N-t-butyl-L-prolinarnide hydrochloride 

50 mg (0.06 mmol) of 1-{(2S,3S>3-[NH4-|M-(N-t-butoxyca^ 
noxy}acetyl-L-asparaginyl]amino-2-hydroxy-4-phenylbutyryl{-N-t-butyl-L-prolinamide (prepared as described 
in Example 63) were treated with a 4 N solution of hydrogen chloride in dioxane, to eliminate the t-butoxycar- 
bonyl group and thus obtain 39 mg of the title compound as a colorless powder, melting at 150 - 156°C. 





Elemental analysis: 










45 

t- 


Calculated for C 37 H 51 N70 8 3/2HCI 3/2H 2 0 
(molecular weight: 803.56): f 


C, 55.30%; 


H, 6.96%; 


N, 12.20%; 


Q, 6.62%. 


Found: £ 


C, 55.16%; 


H, 6.7£%; 


N, 11.74%; 


CI, 6.31%. 



50 



EXAMPLE 65 

(4S)-1-[(2S,3S)-3-(NM-Butoxycail3onyl-L-asparagi 
L-prolinamide 



4.4 ml (31.4 mmol) of triethylamine were added, whilst ice-cooling, to a solution of 6.0 g (15.7 mmol) of 
55 (4Sy-1-[(2S,3S)-3-amino-2-hydroxy-4-phenyib^ [prepared as descri- 

bed in Preparation 21(b)] and 10.6 g (30.0 mmol) of the p_-nforophenyl ester of NM-butoxy carbonyl-L-aspara- 
gine in 50 ml of dimethylformamide, and the resulting mixture was stirred for 3 days. At the end of this time, 
the reaction mixture was freed from the solvent by distillation under reduced pressure, and the residue was 
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diluted with methylene chloride. The diluted solution was washed with a 5% w/v aqueous solution of citric acid, 
with a 1 N aqueous solution of sodium hydroxide and with a saturated aqueous solution of sodium chloride, in 
that order, after which it was concentrated by evaporation under reduced pressure. The residue thus obtained 
was purified by column chromatography, using a 1 : 30 by volume mixture of methanol and methylene chloride 
5 as the eluent, to give 7.6 g of the title compound as a colorless powder, melting at 126 - 132°C. 





Elemental analysis: 










10 


Calculated for CasH^NsOrCM^HzO (mo- 
lecular weight 605.12): 

Found: 


C, 55.57%; 
C, 55.77%; 


H,7.16%; 
H, 6.93%; 


N, 11.57%; 
N, 11.72%; 


CI, 5.86%. 
a, 6.03%. 



EXAMPLE 66 

(4S)-H(2S,3S)-3-(N-Benzyloxyrarbonyl-L-m 
L-prolinamide~ 

51 ul (0.31 mmol) of 93% diethyl cyanophosphate and 72 nl (0.52 mmol) of triethylamine were added/whilst 
ice-cooling, to a solution of 100 mg (0.26 mmol) of (4S)-1-[(2S,3S)-3-amino-2-hydroxy-4-phenylbutyryl]-4- 
chloro-N-t-butyl-L-prolinamide [prepared as described in Preparation 21(b)] and 74 mg (0.26 mmol) of N-ben- 
zyloxycarbonyl-L-methionine in 2 ml of dimethyiformamide, and the resulting mixture was stirred for 1 day. At 
the end of this time, the reaction mixture was concentrated by distillation under reduced pressure, and the con- 
centrate was diluted with ethyl acetate. The diluted solution was washed with a 5% w/v aqueous solution of 
citric acid and a 5% w/v aqueous solution of sodium carbonate, in that order, after which it was dried over an- 
hydrous sodium sulfate. The solvent was then removed by distillation under reduced pressure, and the residue 
was purified by preparative thin layer chromatography, using a 8 : 1 by volume mixture of methylene chloride 
and methanol as the developing solvent, to give 161 mg of the title compound as a colorless powder, melting 
at 81 - 88°C. 



30 





Elemental analysis: 












35 


Calculated for 

C32H43N4O8CIS I/2H2O (mo- 
lecular weight 656.23): 


C, 58.57%; 


H, 6.76%; 


N, 8.54%; 


CI, 5.40%. 


S, 4.89%. 




Found: 


C, 58.34%; 


H, 6.59%; 


N, 8.42%; 


CI, 5.35%; 


S, 4.75%. 



Mass spectrum (m/z): 
40 646. 610, 572. 510, 464, 415. 368, 340. 307, 91 (base). 

Infrared Absorption Spectrum (KBr), v,^ crrr 1 : 

3320, 1656. 1531. 1455, 1229. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 8 ppm: 

1.27-1.37 (9H, multiplet); 
45 1 .67 - 1 .88 (2H, multiplet); 

1.98-2.04 (3H, multiplet); 

2.07- 2.15 (1H, multiplet); 

2.28 - 2.44 (2H, multiplet); 

2.68 - 2.99 (3H, multiplet); 
50 3.76 (1 H, doublet of doublets, J = 7.4, 1 0.2 Hz); 

4.09 - 4.42 (6H, multiplet); 

5.04- 5.13 (2H, multiplet); 

7.11 -7.40 (10H, multiplet). 
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EXAMPLE 67 

H(2S,3S)-3-(N^Quinoxalin-2-ylmehtyl-L-aspa 

namide ~~~ ~ ' ' 

50 uJ (0.36 mmol) of triethylamine and 27 mg (0.42 mmol) of sodium cyanoborohydride were added, whilst 
ice-cooling, to a solution of 300 mg (0.60 mmol) of 1-[3-(L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl]-N- 
t-butyf-L-prolinamide hydrochloride and 115 mg (0.72 mmol) of 2-formylquinoxaline in 3 ml of methanol, and 
the resulting mixture was stirred at room temperature for 20 hours. The progress of reaction was then stopped 
by adding 0.60 ml of 1 N aqueous hydrochloric acid, and the solvent was removed by distillation under reduced 
pressure. The resulting residue was extracted with ethyl acetate. The organic extract was then washed with 
a 5% w/v aqueous solution of sodium hydrogencarbonate and with a saturated aqueous solution of sodium 
chloride, in that order, after which it was dried over anhydrous sodium sulfate. The solvent was then removed 
by distillation under reduced pressure, and the residue was purified by preparative thin layer chromatography, 
using a 16 : 4 : 1 by volume mixture of chloroform, methanol and 33% v/v aqueous acetic acid as the developing 
solvent, to give 76 mg of the title compound as a yellow powder, melting at 116 - 1 19°C. 



Elemental analysis: 








Calculated for C^H^NtOs -1.25H 2 0 (molecular weight 
626.22): 

Found: 


C, 61.37%; 
C, 61.64%; 


H, 7.00%; 
H, 7.41%; 


N, 15.66%. 
N, 15.02%. 



Mass spectrum (m/z): 

590, 503, 429, 327, 228, 163, 133, 70. 
Infrared Absorption Spectrum (KBr), v max cm 1 : 

3338, 1668, 1513. 
Nuclear Magnetic Resonance Spectrum (CDCf 3f 270 MHz), 8 ppm: 

1.29 (9H, singlet); 

1.82 - 2.45 (6H, multiplet); 

2.58 - 2.82 (2H, multiplet); 

2.99- 3. 14(1 H, multiplet); 

3.20 - 3.80 (7H, multiplet); 

4.40 - 4.51 (3H, multiplet); 

5.78 (1H, broad doublet, J = 8.6 Hz); 

6.22 (1H, broad doublet, J = 8.6 Hz); 

6.44 - 6.60 (5H, multiplet); 

7.08 - 7.29 (5H, multiplet); 

7.90 (1H, doublet, J = 9.2 Hz). 

EXAMPLE 68 

1- [(2S,3S)-3-(N^Benzyloxycarbonyl-L-asparagin^^ 

2- carboxamide 

Following a procedure similar to that described in Example 1, but using 443 mg (1.0 mmol) of (2S,3S)-3- 
(N 2 -benzyloxycarbonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyric acid and 256 mg (1 .0 mmol) of 1-t-bu- 
toxycarbonyl-N-t-butyl-L-azetidine-2-carboxamide, 1 50 mg of the title compound were obtained as a colorless 
powder, melting at 109 - 110°C. 



Elemental analysis: 








Calculated for C30H39N5O7 H 2 0 (molecular weight: 599.69): 
Found: 


C, 60.09%; 
C, 60.34%; 


H, 6.89%; 
H. 6.73%; 


N, 11.68%. 
N, 11.91%. 



Mass spectrum (m/z): 

581 (M + ), 564, 549, 490, 465, 430, 374, 368, 316, 290, 242, 214, 157, 128, 108 (base peak). 
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Infrared Absorption Spectrum (KBr), Vmax cm- 1 : 

3305, 1668, 1540, 1498, 1455, 1394, 1367, 1323, 1263, 1228, 1122, 1053, 1029. 
Nuclear Magnetic Resonance Spectrum (270 MHz, CD 3 OD) 5 ppm: 

1.33, 1.36 (together 9H, each singlet); 
5 2.06- 2.35 (1H, multiplet); 

2.40 - 2.50 (2H, multiplet); 

2.55-2.65 (1H, multiplet); 

2.75 - 2.97 (2H, multiplet); 

3.80 - 4.05 (1 H, multiplet); 
10 4.10 - 4.19 (1H, multiplet); 

4.24 - 4.33 (3H, multiplet); 

4.42- 4.46 (1H, multiplet); 

5.07 (2H, singlet); 

7.12-7.35 (10H, multiplet). 

15 

EXAMPLE 69 

t-Butyl 1-{(2S,3S)-3-[N 2 -(2-quinolinecarbonyl)-L-asparaginyl]amino-2-hyclroxy-4-phenylbutyryl}-L-pipecolin- 
ate 

20 

69(a) t-Butyl 1-[(2S,3S)-3-benzyloxycarbony1amino-2-hydroxy-4-phenylbutyryl1-L-pipecolinate 

210 mg (1.2 mmo!) of diethyl cyanophosphate and 223 mg (2.2 mmoi) of triethylamine were added, whilst 
ice-cooling, to a solution of 329 mg (1.0 mmol) of (2S,3S)-3-benzyloxycarbonylamino-2-hydroxy-4-phenylbu- 
25 tyric acid and 222 mg (1 .0 mmol) of t-butyl L-pipecolinate hydrochloride in 10 ml of dimethyiformamide, and 
the resulting mixtu-re was stirred for 3 hours. At the end of this time, it was worked-up in a similar manner to 
that described in Example 1, to give 230 mg of the title compound as a colorless syrup. 
Mass spectrum (m/z): 
497 (M+). 

30 

69(b) t-Butyl- 1-[(2S,3S)-3-(N 2 -benzyloxycarbonyl-L-asparaginyt)^^ 
linate 

A solution of the whole (0.46 mmoi) of the t-butyl 1-[(2S,3S)-3-benzyloxycarbonylamino-2-hydroxy-4-phe- 
35 nyl but yryl]- L-pipecolinate [prepared as described in step (a) above] dissolved in 10 ml of ethanol was agitated 
in an atmosphere of hydrogen and in the presence of 0.46 ml of 1 N aqueous hydrochloric acid and 50 mg of 
10% w/w palladium-on-charcoal. After 5 hours, the catalyst was filtered off and the filtrate was concentrated 
by evaporation under reduced pressure, to give t-butyl 1-{(2S,3S)-3-amino-2-hydroxy-4-phenylbutyryl]-L-pi- 
pecolinate. The whole of the compound thus obtained and 267 mg (0.69 mmol) of g-nitrophenyl N-benzylox- 
40 ycarbonyl-L-asparaginate were dissolved in 5 ml of dimethyiformamide. 50 mg (0.5 mmol) of triethylamine were 
then added, whilst ice-cooling, to the solution, and the resulting mixture was worked-up in a similar manner 
to that described in Example 15, to give 60 mg of the title compound as a colorless powder. 

69(c) t-Butyl 1-{(2S,3S)-3-[N 2 -(2-quinolinecarbonyl)-L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl}-L-pi- 
45 pecolinate 

A solution of 50 mg (0.08 mmol) of t-butyl 1-[(2S,3S)-3-(N 2 -benzyloxycarbonyl-L-asparaginyl)amino-2-hy- 
droxy-4-phenylbutyryl- L-pipecolinate [prepared as described in step (b) above] in 5 ml of methanol was agi- 
tated for 3 hours in an atmosphere of hydrogen and in the presence of 0.08 ml of 1 N aqueous hydrochloric 

so acid and 10 mg of 10% palladium-on-charcoal to eliminate the benzyloxy carbon yl group. At the end of this time, 
the catalyst was filtered off, and the filtrate was concentrated to dryness by evaporation under reduced pres- 
sure. The solid residue and 20 mg (0.12 mmol) of quinaldic acid were dissolved in 3 ml of dimethyiformamide, 
and 20 mg (0.12 mmol) of diethyl cyanophosphate and 40 mg (0.40 mmol) of triethylamine were added, whilst 
ice-cooling, to the solution. The resulting mixture was then stirred for 3 hours, after which it was worked-up 

55 in a similar manner to that described in Example 14, to give 29 mg of the title compound as a colorless powder, 
melting at 86 - 88°C. 
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Elemental analysis: 








Calculated for C^H^NgOr -3.5H 2 Q (molecular weight 
694.76): 

Found: 


C, 58.77%; 
C, 58.83%; 


H, 6.96%; 
H, 6.62%; 


N, 10.08%. 
N, 8.95%. 



Nuclear Magnetic Resonance Spectrum (CDC? 3 , 270 MHz), 5 ppm: 
1.31 1.51 (6H, multiplet); 
1.6-1.87 (2H, multiplet); 
2.70 - 3.07 (2H, multiplet); 
4.10- 4.29 (2H f multiplet); 
4.30-4.60 (1H, multiplet); 
4.9-5.1 (1H, multiplet); 
5.3 - 5.47 (2H, multiplet); 
6.2-6.46 (1H, multiplet); 
6.93-7.21 (2H, multiplet); 
7.27 (2H, singlet); 
7.60- 7.66 (1H f multiplet); 
7.75-7.80 (1H, multiplet); 
7.86-7.9 (1H f multiplet); 
8.17- 8.33 (2H, multiplet); 
9.2- 9.32 (1H, multiplet). 

EXAMPLE 70 

(4S)-1-{(2S,3S)-3-[2(S)-Benzyloxy(^rbonylamino-4-sulfamoylbutyryl]amino-2-hydroxy-4-phenylbutyrylM- 
chloro-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 66, but using 122 mg (0.32 mmol) of (4S)-1- 
[(2S,3^-3-amino-2-hydroxy-4-phenylbutyryl]-4-chloro-N-t-butyl-L-prolinamide [prepared as described in 
Preparation 21(b)] and 100 mg (0.32 mmol) of (S)-2-benzyloxycarbonyiamino-4-sulfamoyi butyric acid, 169 mg 
of the title compound were obtained as a colorless powder, melting at 115 - 122°C. . 



Elemental analysis: 












Calculated for 

C 3 iH42N 5 08CIS-1/4H 2 0 (mo- 
lecular weight 684.71): 

Found: 


C, 54.37%; 
C, 54.49%; 


H, 6.26%; 
H, 6.68%; 


N, 10.23%; 
N, 10.17%; 


CI, 5.18%; 
CI, 5.58% 


S, 4.68%. 
S, 4.63%. 



Mass spectrum (m/z): 

643 (M* - 36), 544, 536, 472, 436, 435, 368, 340, 323, 91 (base). 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3337, 1668, 1531, 1455, 1393, 1366, 1331, 1229, 1151. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 8 ppm: 

1.32 (9H, singlet); 

1.93- 2.18 (3H, multiplet); 

2.66 - 2.88 (2H, multiplet); 

2.94 - 3.07 (3H, multiplet); 

3.60-3.69 (1H, multiplet); 

4.13-4.21 (1H, multiplet); 

4.28 - 4.42 (5H, multiplet); 

5.08 (2H, singlet); 

7,11 - 7.39 (10H, multiplet). 
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EXAMPLE 71 

(4S)-1-[(2S t 3S)-3-(N-Benzyloxycarbonyl-L-ser^ 
linamide 

Following a procedure similar to that described in Example 66, but using 100 mg (0.26 mmol) of (4S)-1- 
[(2S,3S)-3-amino-2-hydroxy-4-phenylbutyryl]-4-chlGro^ [prepared as described in 

Preparation 21(b)] and 62 mg (0.26 mmol) of N-benzyloxycarbonyl-L-serine, 84 mg of the title compound were 
obtained as a colorless powder, melting at 98 - 103°C. 



10 


Elemental analysis: 












Calculated for C30H39N4O7CM/3H2O (molec- 
ular weight: 609.11): 


C, 59.15%; 


H, 6.56%; 


N, 9.20%; 


CI, 5.82%. 


15 


Found: 


C, 59.20%; 


H, 6.44%; 


N, 9.23%; 


CI, 6.21%. 



Mass spectrum (m/z): 

603 (M + + 1), 566, 503, 466, 458, 399, 371, 342, 341, 91 (base). 
Infrared Absorption Spectrum (KBr), v max crrr 1 : 

3401, 3328, 1664, 1531, 1499, 1455, 1267, 1226. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 

1.31 (9H, singlet); 
2.02- 2.17 (1H, multiplet); 
2.67 - 2.85 (2H, multiplet); 
2.94-3.02 (1H, multiplet); 
3.56 - 3.80 (3H, multiplet); 
4.08- 4.15 (1H, multiplet); 

4.32 - 4.45 (5H. multiplet); 
5.08 (2H, singlet); 

7.11 - 7.40 (10H, multiplet). 

EXAMPLE 72 

(4S)-1-[(2S,3S)-3-(N^Benzyloxycarbonyl-L-3-carbamoyloxyala^ 
chloro-N-t-butyi-L-prolinamide 

Following a procedure similar to that described in Example 66, but using 135 mg (0.35 mmol) of (4S)-1- 
E(2S, 3S)-3-amino-2-hydroxy-4- phenyl butyryl-4-chloro-N-t-butyi-L-prolinamide [prepared as described in 
Preparation 21(b)] and 100 mg (0.35 mmol) of N^benzyloxycarbonyl-L-3-caroamoyloxyalanine, 20 mg of the 
title compound were obtained as a colorless powder, melting at 102 - 108°C. 





Elemental analysis: 










45 


Calculated for C 31 H4oN50 8 CIH 2 0 (molecu- 
lar weight: 664.14): 

Found: 


C, 56.06%; 
C, 56.00%; 


H, 6.37%; 
H, 6.20%; 


N, 10.55%; 
N, 10.55%; 


CI, 5.34%. 
CI, 5.70%. 



Mass spectrum (m/z): 
50 503 (M + - 142), 488, 451, 410, 406, 377, 330, 314, 91 (base). 

Infrared Absorption Spectrum (KBr), v max crrr 1 : 

3329, 1721, 1667, 1529, 1499, 1455, 1394, 1366, 1335, 1266, 1227. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 

1.31 (9H, singlet); 
55 2.05 - 2.17 (1H, multiplet); 

2.68 - 2.99 (3H, multiplet); 

3.70- 3.79 (1H, multiplet)*; 

4.04- 4.16 (2H, multiplet); 
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4.22 - 4.46 (6H, multiplet); 

5.08 (2H, singlet); 

7.11 -7.42 (10H, multiplet). 



EXAMPLE 73 



10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



1-[(2S,3S)-3-(N^Benzyloxycarbonyl-L-aspara9i^ 
L-prolinamide 

Following a procedure similar to that described in Example 1, but using 222 mg (0.5 mmol) of (2S,3S)-3- 
{N^benzyloxycarbonyi-L-asparaginyl)amino-2- hydroxy-4-phenylbutyric acid and 153 mg (0.5 mmol) of N^-t- 
butoxycart>onyl-4,4-difluoro-N-t-butyi-L-prolinamide, 24 mg of the titie compound were obtained as a colorless 
powder, melting at 101 - 103°C. 



Elemental analysis: 










Calculated for CaiH^NsCVFa -1/2H 2 0 (mo- 
lecular weight 640.69): 

Found: 


C, 58.12%; 
C, 58.26%; 


H, 6.29%; 
H, 6.30%; 


N, 10.93%; 
N, 10.87%; 


F, 5.93%. 
F, 5.53%. 



Mass spectrum (m/z): 

632 (M + + 1), 614, 594, 540, 515, 497, 424, 398, 368, 351, 290, 264, 210, 165, 120, 91 (base peak). 
Infrared Absorption Spectrum (KBr), v max cm- 1 : 

3328, 1668, 1531, 1531, 1455, 1395, 1368, 1257, 1227, 1149, 1101, 1047. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 8 ppm: 

1.32 (9H, singlet); 

2.34 - 2.50 (2H, multiplet); 

2.58 - 2.71 (2H, multiplet); * 
2.73 - 2.94 (2H, multiplet); 

4.05 - 4.29 (3H, multiplet); 
4.40 - 4.46 (2H, multiplet); 

4.59 (1H, doublet of doublets, J = 7.3 & 8.5 Hz); 
5.08 (2H, singlet); 

7.11 - 7.35 (10H, multiplet). 

EXAMPLE 74 



H(2S t 3S)-3-(N^Benzyloxycarix>nyl-L-asparaginyl)am 
butyl-L-prolinamtde 



10 ml of benzene were added to a solution of 2.1 g (7.43 mmol) of 1 -t- butoxycarbonyi-4-oxo- N-t- butyl -L- 
prolinamide (prepared as described in Preparation 3) dissolved in a mixture of 20 ml of methanol and 10 ml of 
a 4 N solution of hydrogen chloride in dioxane, and the mixture was concentrated by evaporation under reduced 
pressure. Addition of benzene and concentration of the mixture by evaporation under reduced pressure were 
repeated three times. In the course of these operations, elimination of the t-butoxycarbonyl group and ketalh 
zation of the oxo group proceeded simultaneously. A solution of the hydrochloride thus obtained and 3.29 g 
(7.43 mmol) of (2S^,3S)-3-(N^benzyloxycarbonyl-L-asparaginyi)amino-2- hydroxy-4- phenyl butyric acid dis- 
solved in 20 ml of dimethylformamide was cooled with ice. 1.49 g (8.27 mmol) of diethyl cyanophosphate were 
then added to the cooled solution, after which 2.25 g (22.28 mmol) of triethylamine were added dropwise, and 
the resulting mixture was stirred for 3 hours. At the end of this time, the reaction mixture was concentrated by 
distillation under reduced pressure. The concentrate was then mixed with a 1 0% w/v aqueous solution of citric 
acid and then extracted with ethyl acetate. The extract was washed with a 10% w/v aqueous solution of sodium 
hydrogencarbonate and with a saturated, aqueous solution of sodium chloride, in that order, after which it was 
dried over anhydrous sodium sulfate. The solvent was removed by distillation under reduced pressure, and the 
residue was purified by preparative thin layer chromatography, using a 10 : 1 by volume mixture of methylene 
chloride and methanol as the developing solvent, to give 2.7 g of the title compound as a colorless powder, 
melting at 100 - 105°C. * 
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Elemental analysis: 








Calculated for C^H^NsOg -1/2H 2 0 (molecular weight: 
664.76): 

Found: 


C, 59.63%; 
C, 59.68%; 


H, 6.97%; 
H, 6.68%; 


N, 10.54%. 
N, 10.52%. 



Mass spectrum (m/z): 

623 (M+ - 32), 606, 555. 532, 523. 515, 506, 448, 415, 398, 369, 288, 256, 199, 156, 108 (base peak). 
10 Infrared Absorption Spectrum (KBr), v max cm- 1 : 

3328, 1668, 1534, 1455, 1393. 1366, 1322, 1228, 1129, 1089, 1051. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 
1.31. 1.33 (together 9H, each singlet); 

2.03 (1H, doublet of doublets, J = 8.7 & 13.0 Hz); 
15 2.41 - 2.49 (2H, multiplet); 

2.54 - 2.64 (1H, multiplet); 
2.76 - 2.88 (2H, multiplet); 
3.25 (3H, singlet); 
3.29 (3H, singlet); 
20 3.66 (1H, doublet, J = 11.1 Hz); 

4.04 (1H, doublet, J = 11.1 Hz); 
4.24-4.31 (1H, multiplet); 
4.36 - 4.46 (3H, multiplet); 
5.08 (2H, singlet); 

25 7.11 - 7.36 (10H, multiplet). 

EXAMPLE 75 

1-{(2S,3S)-3-[NH4-[N-(4-Morpholinrearb^ 
30 aginyl]amino-2-hydroxy-4-phenylbutyryl}-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 38, but using 12.3 mg (0.1 mmoi) of 4-morpho- 
linocarbonylpiperazine formate and 37.3 mg (0.05 mmol) of l-^S.S^-S-^M^-CN-bromoacetyl-N-methyla- 
mino)phenoxy]acetyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl]-N-t- butyl- L-prol in amide. 30 mg of the 
35 title compound were obtained as a colorless powder, melting at 126 - 129°C. 



Elemental analysis: 








Calculated for C^H^NjAo -3/2H 2 0 (molecular weight 
891.04): 

Found: 


C. 57.96%; 
C, 57.85%; 


H, 7.24%; 
H, 7.08%; 


N. 14.15%. 
N, 13.95%. 



Nuclear Magnetic Resonance Spectrum (hexadeuterated dimethyl sulfoxide, 270 MHz). 5 ppm: 
1.30-1.32 (9H, multiplet); 
1.57-2.02 (6H. multiplet); 
2.08 - 2.21 (2H, multiplet); 
2.28 - 2.34 (2H, multiplet); 
2.53 - 2.82 (6H, multiplet); 
2.85 - 3.2 (2H, multiplet); 
3.24 - 3.34 (6H, multiplet); 
3.37 - 3.59 (3H, multiplet); 
3.65 - 3.78 (6H, multiplet); 
4.22 - 4.35 (2H, multiplet); 
4.44 - 4.53 (5H, multiplet); . 
4.68 - 4.74 (2H, multiplet); 
5.75-6.1 (1H, multiplet); 
6.2- 6.4 (1H, multiplet); 
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6.45 - 6.53 (2H, multiplet); 
6.96 (2H, doublet, J = 8.7 Hz); 
7.14 - 7.29 (5H, multiplet); 
7.43 (1 H, doublet, J = 8.2 Hz); 
7.91-7.92 (1H, multiplet). 

EXAMPLE 76 

(4S)-1-[(2S,3S)-3-(2-Benzyloxycarbonytaminopropeno 
tyl-L-prolinamide 

Following a procedure similar to that described in Example 66, but using 120 mg (0.31 mmol) of (4S)-1- 
[(2S,3S)-3-amino-2-hydroxy-4-phenylbutyrylH-cW (prepared as described in 

Preparation 21 (b)] and 80 mg (0.31 mmol) of 2-benzyloxycarbonylaminopropenoic acid, 49 mg of the title com- 
pound were obtained as a colorless powder, melting at 64 - 69°C. 



Elemental analysis: 










Calculated for C3oH 37 N 4 OeCI 2/3H z O (molec- 
ular weight: 597.10): 

Found: 


C, 60.34%; 
C, 60.25%; 


H, 6.47%; 
H, 6.49%; 


N, 9.38%; 
N, 9.68%; 


a, 5.94%. 
CI, 5.98%. 



EXAMPLE 77 

(4SH(2S,3S)-3-[2(S)-Benzyloxycarbony1amino-4^ 

4-chloro-N-t-butyl-L-prolinamide ~ ' ~ ™ ~ ~ * 

200 mg of 3-chloroperoxybenzoic acid were added to a solution of 100 mg (0.1 5 mmol) of (4S)-1-[(2S,3S)- 
3-(N-benzyloxycarbonyl-L-methionyl)amino-2-hy 

(prepared as described in Example 66) in methylene chloride, and the resulting mixture was stirred for 22 hours. 
The reaction mixture was then washed with a 1 N aqueous solution of sodium hydroxide and worked-up in the 
same manner as described in Example 66. The resulting crude product was purified by preparative thin layer 
chromatography, using a 8 : 1 by volume mixture of methylene chloride and methanol as the developing sol- 
vent, and triturated with hexane, to give 60 mg of the title compound as a colorless powder, melting at 99 - 
112°C. 



Elemental analysis: 












Calculated for 

C32H43N40 8 CIS-1/2H 2 0 (mo- 
lecular weight 688.23): 

Found: 


C, 55.84%; 
C, 55.98%; 


H, 6.53%; 
H, 6.61%; 


N, 8.25%; 
N, 8.19%; 


CI, 5.22%; 
CI, 5.32%; 


S, 4.56%. 
S, 4.60%. 



Mass spectrum (m/z): 

580 (M+ - 98), 544, 543, 476, 418, 404, 341, 340, 91 (base). 
Infrared Absorption Spectrum (KBr), cnr 1 : 

3351, 1665, 1455, 1424, 1393, 1364, 1302, 1131. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 

1.31 (9H, singlet); 

1.91 -2.14(3H, multiplet); 

2.66 - 3.10 (8H, multiplet); 

3.69 - 3.79 (1H, multiplet); 

4.11 -4.44 (6H, multiplet); 

5.08 (2H, singlet); 

7.10 -7.40(1 OH, multiplet). 1 
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EXAMPLE 78 

(4S)-1-{(2S,3S)-3-[NH1-Methylindazol-3^^ 
chloro-N-t-butyl-L-prolinamide 

5 

Following a procedure similar to that described in Example 16, but using 170 mg (0.28 mmol) of (4S)-1- 
[(2S, SSJ-S-tNM-butoxycarbonyi-L-asparag inyi)amino-2- hydroxy-4-phenyi butyryl]-4-chloro-N-t-butyl-L-proli- 
namide (prepared as described in Example 65) and 50 mg (0.28 mmol) of 1-methylindazole-3-carboxyjic acid, 
125 mg of the title compound were obtained as a colorless powder, melting at 129 - 134°C. 



10 


Elemental analysis: 












Calculated for C^H^N^a^/S^O (mo- 
lecular weight 666.16): 


C, 57.69%; 


H, 6.25%; 


N, 14.72%; 


CI, 5.32%. 


15 


Found: 


C, 57.79%; 


H, 6.69%; 


N, 14.71%; 


CI, 5.38%. 



Mass spectrum (m/z): 

653 (M + ), 619, 602, 564, 519, 502, 483, 406, 376, 375, 159 (base). 
Infrared Absorption Spectrum (KBr), Vmax cm- 1 : 

3343, 1660, 1527, 1487, 1433, 1395, 1365. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 

1.21 - 1.33 (9H, multiplet); 

2.02- 2.18 (1H, multiplet); 

2.63 - 2.95 (5H, multiplet); 

3.68 - 3.80 (1H, multiplet); 

4.14 (3H, singlet); 

4.30 - 4.46 (5H, multiplet); 

4.84-4.95 (1H, multiplet); 

6.90 - 7.07 (3H, multiplet); 

7.11 -7.35 (3H, multiplet); 

7.41 - 7.65 (2H, multiplet); 

8.18-8.28 (1H, multiplet). 



EXAMPLE 79 

(4S)-1-{(2S,3S)-3-[NH^Methoxy-2-indolylcarb^ 
chloro-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 16, but using 150 mg (0.26 mmol) of (4S)-1- 
[(2S,3S)-3-(N 2 -t-butoxycarbonyl-L-asparag inyl)amino-2- hydroxy-4-phenyl butyryl]-4-chloro-N-t- butyl- L-proli- 
namide (prepared as described in Example 65) and 50 mg (0.26 mmol) of 5-methoxyindoie-2-carboxylic acid, 
117 mg of the title compound were obtained as a colorless powder, melting at 144 - 151°C. 



Elemental analysis: 










Calculated for C^H^NeOyCMtehbO (mo- 
lecular weight 678.17): 

Found: 


C, 58.44%; 
C, 58.27%; 


H, 6.24%; 
H, 6.11%; 


N, 12.39%; 
N, 12.15%; 


CI, 5.23%. 
CI, 5.32%. 



Mass spectrum (m/z): 

653 (M + - 15), 422, 421, 346, 104 (base). 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3338, 1655, 1531, 1452, 1433. 
55 .Nuclear Magnetic Resonance Spectrurn (CD 3 OD, 270 MHz), 5 ppm: 

1.25- 1.38 (9H, multiplet); 

2.04 - 2.17 (1H, multiplet); . 

2.52 - 2.94 (5H, multiplet); 
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3.69 - 3.84 (4H, multiplet); 
4.29 - 4.46 (5H, multiplet); 
4.84-4.95 (1H, multiplet); 
6.89 - 121 (8H, multiplet); 
7.32-7.39 (1H, multiplet). 

EXAMPLE 80 

(4S)-1-{(2S,3S)-3-[N^lsobenzoxazolyl-3-cart)onyl)-L-asparagm^ 
ro-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 16, but using 180 mg (0.3 mmol) of (4S)-1- 
[(2S,3S)-3-(NM-butoxycarbonyt-L-aspara^^ 

namide (prepared as described in Example 65) and 50 mg (0.3 mmol) of isobenzoxazole-3-carboxylic acid, 30 
mg of the title compound were obtained as a colorless powder, melting at 118 - 127°C. 



Elemental analysis: 










Calculated for C 31 H37N 8 07CI H 2 0 (molecu- 
lar weight: 659.13): 

Found: 


C, 56.49%; 
C, 56.37%; 


H, 5.96%; 
H, 5.80%; 


N, 12.75%; 
N, 12.75%; 


CI, 5.38%. 
CI, 5.82%. 



Mass spectrum (m/z): 

625 (M+ - 15), 589, 588, 524, 488, 487, 104 (base). 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3340, 1665, 1530, 1498, 1430, 1393, 1366, 1224. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 

1.25 - 1.34 (9H, multiplet); 

2.05 -2.1 5 (1H, multiplet); 

2.65 - 2.99 (5H, multiplet); , 

3.70-3.80 (1H, multiplet); 

4.31 - 4.46 (5H, multiplet); 

4.85-4.96 (1H, multiplet); 

6.91 - 7.33 (5H, multiplet); 

7.45- 7.52 (1H, multiplet); 

7.68 - 7.78 (2H, multiplet); 

8.17- 8.23 (1H, multiplet). 

EXAMPLE 81 

(4S)-1-{(2S,3S)-3-[NM1-Methyi-3-indolylcarbonyl)-L-asparaginyl)amino-2-hydroxy-4-phenyl^ 
ro-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 16, but using 180 mg (0.29 mmol) of (4S)-1- 
[(2S,3S)-3-(]^t-butoxycart>onyl-L-asparaginyl)amino-2-hydroxy-4-phenylb 

namide (prepared as described in Example 65) and 50 mg (0.29 mmol) of 1 -methyl indole-3-carboxylic acid, 
44 mg of the title compound were obtained as a colorless powder, melting at 129 - 137°C. 



Elemental analysis: 










Calculated for C33H 41 N 6 0 6 CI-2/3H 2 0 (mo- 
lecular weight 665.17): 

Found: 


C, 59.58%; 
C, 59.43%; 


H, 6.42%; 
H,6.26%; 


N, 12.64%; 
N, 12.45%; 


a, 5.33%. 
CI, 5.36%. 



Mass spectrum (m/z): 

637 (M+ -15), 518, 500, 481, 410, 362, 158 (base). 
Infrared Absorption Spectrum (KBr), cnr 1 : 
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3343, 1660, 1536, 1468, 1432, 1393, 1376, 1367. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 
1.29 (9H, singlet); 

2.04- 2.18 (1H, multiplet); 
2.57 - 2.97 (5H, multiplet); 
3.68 - 3.89 (4H, multiplet); 
4.18-4.46 (5H, multiplet); 
4.83-4.94 (1H, multiplet); 
6.89 - 7.02 (3H, multiplet); 
7.10- 7.30 (4H, multiplet); 
7.35-7.49 (1H, multiplet); 
7.72-7.80 (1H, multiplet); 

8.05- 8.13 (1H, multiplet). 

EXAMPLE 82 

(4S)-1-{(2S,3S)-3-(N2.( 7 - Met n Qx y- 2 - pen ^ 
4-chloro-N-t-butyi-L-proli namide 

Following a procedure similar to that described in Example 16, but using 155 mg (0.26 mmol) of (4S)-1- 
[(2S,3S)-3-(NM-butoxycarbony1-L-asparaginyl^ 

namide (prepared as described in Example 65) and 50 mg (0.26 mmol) of 7-methoxy-2-benzofurancarboxylic 
acid, 114 mg of the title compound were obtained as a colorless powder, melting at 125 - 136°C. 



Elemental analysis: 










Calculated for C33H4oN50 8 CM/2H 2 0 (mo- 
lecular weight 679.16): 

Found: 


C, 58.37%; 
C, 58.59%; 


H, 6.09%; 
H, 6.11%; 


N, 10.31%; 
N, 10.09%; 


CI, 5.22%. 
a, 5.14%. 



Mass spectrum (m/z): 

619 (M + - 50), 582, 518, 517, 450, 422, 393, 392, 175 (base). 
Infrared Absorption Spectrum (KBr), cm- 1 : 

3339, 1656, 1589, 1492, 1428, 1274. 1207. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 

1.29(7H, singlet); 

1.35 (2H, singlet); 

2,05- 2.18 (1H, multiplet); 

2.60 - 2.96 (5H, multiplet); 

3.70-3.80 (1H, multiplet); 

4.00 (3H, singlet); 

4.31 - 4.44 (5H, multiplet); 

4.85-4.94 (1H, multiplet); 

6.91 - 7.30 (8H, multiplet); 

7.46-7.51 (1H, multiplet). 

EXAMPLE 83 

(4S)-1-{(2S,3S)-3-[NM^FIuoro-2-indolylcarbonyl)-L-asparaginyl]amino-2-hydroxy-4-phenylbutyr^ 
ro-N-t- butyl- L-proli namide 

Following a procedure similar to that described in Example 16, but using 29 mg (0.16 mmol) of 5-fluoro- 
indole-2-carboxylic acid and 85 mg (0.16 mmol) of (4S)-1-[(2S,3S)-3-(L-asparaginyl)amino-2-hydroxy-4-phe- 
nylbutyryl-4-chloro-N-t-butyl-L-prolinamide hydrochloride, 73 mg of the title compound were obtained as a col- 
orless powder, melting at 141 - 143°C. 
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Elemental analysis: 












5 


Calculated for 
C^HagNeOsCIF-HzO (molec- 
ular weight 676.17): 


C f 56.86%; 


H. 6.11%; 


N, 12.43%; 


Q. 5.24%; 


F, 2.81%. 




Found: 


C, 57.08%; 


H, 6.04%; 


N, 12.27%; 


a. 5.28%; 


F, 2.66%. 



Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 6 ppm: 
10 1.08 (9H, singlet); 

1.9-1.97 (1H t multiplet); 
2.42 - 2.50 (1H, multiplet); 
2.51 - 2.75 (5H, multiplet); 

3.56, 3.58 (1H, doublet of doublets, J = 8.4 & 10.5 Hz); 
15 4.07 - 4.11 (1H t multiplet); 

4.26 - 4.39 (3H, multiplet); 

4.46 - 4.53 (1H, multiplet); 

4.79-4.84 (1H, multiplet); 

5.05 (1H, doublet, J = 9.1 Hz); 
20 6.88 (1H, broad singlet); 

6.96 - 7.06 (3H f multiplet); 

7.03 - 7.09 (2H, multiplet); 

7.13- 7.16 (1H, multiplet); 

7.28 - 7.3 (3H, multiplet); 
25 7.41 - 7.47 (2H, multiplet); 

7.56 (1H, singlet); 

7.93 (1H, doublet, J = 8.7 Hz); 

8.56 (1H, doublet, J = 8.1 Hz). 

30 EXAMPLE 84 

(4S)-1-{(2S,3S)-3-[NH^Niti^2-quinoxalin^ 
chloro-N-t-butyl-L-prolinamide 

35 Following a procedure similar to that described in Example 14, but using 490 mg (0.92 mmol) of 1-[3-(L- 

asparaginyl)amincH2-hydroxy-4-pheny!butyrylM-chloro-N-t-butyl-L-prolinamide hydrochloride and 220 mg 
(1.01 mmol) of 6-nitroquinoxaline-2-carboxylic acid (prepared as described in Preparation 22), 190 mg of the 
title compound were obtained as a pale yellow powder, melting at 153 - 156°C. 



40 


Elemental analysis: 












Calculated for C32H37N80 8 CM.25H 2 0 (mo- 
lecular weight 719.66): 


C, 53.40%; 


H, 5.53%; 


N, 15,57%; 


CI, 4.93%. 


45 


Found: 


C, 53.66%; 


H, 5.47%; 


N, 15.24%; 


CI, 6.28%. 



Mass spectrum (m/z): 

679 (M + - 17), 660, 643, 613, 580, 544, 449, 418, 315, 288, 253, 203, 175, 104. 58. 
Infrared Absorption Spectrum (KBr), crrr 1 : 

3351,1671,1537. 
Nuclear Magnetic Resonance Spectrum (CDC£ 3 , 270 MHz), 8 ppm: 

1.29 (9H, singlet); 

2.52 - 2.95 (6H, multiplet); 

3.74 - 3.82 (1H, multiplet); 

4.21 - 4.37 (2H, multiplet); 
4.40 - 4.57 (3H, multiplet);, * 
4.93-5.01 (1H, multiplet); 

6.22 (1H. broad singlet); 

{ 
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6.33 - 6.48 (2H, multiplet); 
6.88 - 7.28 (6H, multiplet); 
7.70 (1H, doublet, J = 7.9 Hz); 
8.28 - 8.34 (1 H, multiplet); 
5 8.57 - 8.64 (1 H, multiplet); 

9.05-9.11 (1H, multiplet); 
9.68 - 9.72 (1H, multiplet). 

EXAMPLE 85 

10 

(4S)-1-{(2S,3S)-3-[N 2 "(6- Amino- 2-quinoxoalinecarbonyl)-L-asparaginyl]amino-2-hydrDxy-4-phenylbutyryl}- 
4-chloro-N-t-butyi-L-prolinamide acetate 

Following a procedure similar to that described in Example 17, 130 mg (0.19 mmol) of (4S)-1-{(2S,3S)-3- 
15 [N 2 -(6-nitro-2-quinoxalinecarbonyl)-L-asparaginyl]-amino-2-hydroxy-4- phenyl butyryl}-4-chloro-N-t-butyl-L- 
prolinamide (prepared as described in Example 84) were reduced, and the product was then purified by prep- 
arative thin layer chromatography, using a 16 : 4 : 1 by volume mixture of chloroform, methanol and 32% v/v 
aqueous acetic acid as the developing solvent, to give 36 mg of the title compound as a yellow powder, melting 
at171-174°C. 



Elemental analysis: 










Calculated for C32H39N 8 O e CI C2H402 
•0.75H 2 O (molecular weight: 740.72): 

Found: 


C, 55.13%; 
C, 55.05%; 


H, 6.06%; 
H,5.81%; 


N, 15.13%; 
N, 15.41%; > 


CI, 4.79%. 
CI, 5.38%. 



Mass spectrum (m/z): 

649 (M + - 18), 603, 577, 551, 523, 509, 423, 393, 368, 313, 285, 236, 211, 109, 70, 57. 
Infrared Absorption Spectrum (KBr), cm*" 1 : 

3351, 1669, 1522, 1493. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 5 ppm: 

1.28 (9H, singlet); 

1.96 (3H, singlet); 

2.01 -2.18(1H, multiplet); 

2.65 - 2.97 (5H, multiplet); 

3.70-3.78 (1H, multiplet); 

4.31 - 4.47 (5H, multiplet); 

4.82-4.92 (1H, multiplet); 

6.86 - 7.46 (7H, multiplet); 

7.83 (1H, doublet, J = 9.2 Hz); 

9.14 (1H, singlet). 



EXAMPLE 86 

1-[(2S,3S)-3-(N 2 -Benzyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-prolinamide 



Following a procedure similar to that described in Example 67, but using 500 mg (1.01 mmol) of 1-[3-(L- 
asparaginyl)amino-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-prolinamide hydrochloride and 123 til (1.21 mmol) 
of benzaldehyde, 510 mg of the title compound were obtained as a colorless powder, melting at 96 - 99°C. 



Elemental analysis: 








Calculated for CaoH^NsOs 0.5H 2 O (molecular weight: 
559.67): 

Found: 


C, 64.38%; 
C, 64.52%; 


H, 7.38%; 
H, 7.71%; 


N, 12.51%. 
N, 12.08%. 
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EXAMPLE 87 

1-[(2S,3S)-3-(N^BenzylN^methyi-L-asparaginyi)^ 

Following a procedure similar to that described in Example 67, but using 200 mg (0.36 mmol) of 1-[(2S,3S)- 
3(N^Benzyl-L-asparaginyl)amino-2-hydroxy-4-ph (prepared as descri- 

bed in Example 86) and 41 uJ (0.54 mmol) of 37% formalin, 149 mg of the titie compound were obtained as a 
colorless powder, melting at 97 - 100°C. 



Elemental analysis: 








Calculated for C 31 H42N 5 05 0.25H 2 O (molecular weight 
569.19): 

Found: 


C, 65.41%; 
C, 65.27%; 


H, 7.53%; 
H, 7.48%; 


N, 12.31%. 
N, 12.21%. 



EXAMPLE 88 

1-[(2S,3S)-3-(N^Benzyloxycari3onyl-N^methyl-L-asparaginyl)am 
L-prolinamtde 

Following a procedure similar to that described in Example 17, 120 mg (0.21 mmol) of 1-[(2S,3S)-3-(N 2 - 
benzyl-N^methyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl]-N-t-butyl-L-prolinamide (prepared as de- 
scribed in Example 87) were subjected to debenzylation, to give 104 mg of l-f^S.S^-S-^^methyi-L-aspar- 
aginyi)amino-2-hydroxy-4- phenyl butyryl-N-t-butyl-L-prolinamide hydrochloride. A procedure similar to that de- 
scribed in Example 30 was then repeated, except that 51 mg (0.1 0 mmol) of this hydrochloride and 1 6 uJ (0.11 
mmol) of benzyloxycarbonyl chloride were used as starting materials, to obtain 50 mg of the titie compound 
as a colorless powder, melting at 1 00 - 1 03°C. 



Elemental analysis: 








Calculated for C32H42N5O7 0.5H 2 O (molecular weight: 
617.73): 

Found: 


C, 62.21%; 
C, 62.07%; 


H, 7.02%; 
H, 6.94%; 


N, 11.34%. 
N, 11.44%. 



Mass spectrum (m/z): 

610 (M+ + 1), 593, 502, 429, 401, 384, 304, 228, 171, 129, 91, 70. 
Infrared Absorption Spectrum (KBr), Vmax cm- 1 : 

3340, 1675, 1536. 
Nuclear Magnetic Resonance Spectrum (CDCf 3 , 270 MHz), 5 ppm: 

1.28 (9H, singlet); 

1.85-2.04 (2H, multiplet); 

2.10-2.45 (5H, multiplet); 
: 2.50 - 2.92 (4H, multiplet); 

3.61 - 3.80 (2H, multiplet); 

4.32 - 4.55 (3H, multiplet); 

4.94 - 5.18 (3H, multiplet); 

5.45-5.60 (1H, multiplet); 

5.95-6.05 (1H, multiplet); 

6.36- 6.50 (1H, multiplet); 

6.75- 6.84 (1H, multiplet); { 

6.95-7.45 (10H, multiplet) 
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EXAMPLE 89 

1-{(2S,3S)-3-[N^(4-Benzyloxyrarbonylaminophenoxy)arety1^^ 
phenyl butyryl}-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 16, but using 45 mg (0.088 mmol) of 1-[(2S,3S)- 
3-(N^methyl-L-asparaginyl)amino-2-hydroxy^-phenylbutyryl]-N-t-butyi-L-prolinamide hydrochloride (pre- 
pared as described in Example 88) and 29 mg (0.097 mmol) of 4-benzyloxycarbonylaminophenoxyacetic acid, 
54 mg of the title compound were obtained as a colorless powder, melting at 119 - 121°C. 



Elemental analysis: 








Calculated for C^H^NeOg -2H 2 0 (molecular weight: 
793.81): 

Found: 


C f 60.51%; 
C, 60.54%; 


H, 6.73%; 
H, 6.46%; 


N t 11.59%. 
N, 10.49%. 



EXAMPLE 90 

1- [(2S,3S)-3-(N^Benzyloxycarbonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl]-N-(1,1-dimethyl-2-hy- 
droxypropy)-L-prolinamide 

79 mg (0.24 mmol) of N-benzyloxycarbonyl-N-(1 ,1 -dimethyl- 2-hydroxypropy1)-L-prolinamide were subject- 
ed to debenzyloxycarbonylation in a similar manner to that described in Example 17, and then the resulting 
product was condensed with 106 mg (0.24 mmol) of (2S,3S)-3-(N 2 -benzyloxycarbonyl-L-asparaginyl)amino- 

2- hydroxy-4-phenylbutyric acid in a similar manner to that described in Example 1, to give 98 mg of the title 
compound as a colorless powder, melting at 102 - 104°C. 



Elemental analysis: 








Calculated for C^H^^Og -0.75H 2 O (molecular weight 
639.22): 

Found: 


C, 60.12%; 
C, 60.17%; 


H, 7.02%; 
H, 6.91%; 


N, 10.96%. 
N, 10.90%. 



EXAMPLE 91 

(4S)-1-[(2S,3S)-3-{N 2 -[2(S)-Benzyloxycarbonylamino-3-(tetrahydrofuran-2-yloxy)propanoyl1-L-asparagi- 
nyl}amino-2-hydroxy-4-phenylbutyryl]-4-chloro-N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 16, but using 100 mg (0.26 mmol) of (4S)-1- 
[(2S,3S)-3-(N^t-butoxycarbonyl-L-asparaginyl)amino-2-hydroxy-4-phenylbutyryl]-4-chlo 
namide (prepared as described in Example 65) and 2-benzyloxycarbonylamino-3-(tetrahydrofuran-2- 
yloxy) propionic acid, 83 mg of the title compound were obtained as a colorless powder, melting at 64 - 71 °C. 



Elemental analysis: 










Calculated for C^H^^OaCMteh^O (molec- 
ular weight: 682.20): 

Found: 


C, 59.86%; 
C, 59.86%; 


H, 6.80%; 
H f 6.75%; 


N, 8.21%; 
N, 7.69%; 


CI, 5.20%. 
CI, 4.89%. 
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EXAMPLE 92 



(4S)-1^(2S,3S)-3-[2(S)-Benzyloxycart3onyla^ 
tyryl}-4-chloro-N-t- butyl- L-prolinam id e 

5 

4 ml of a 1 : 1 by volume mixture of methanol and a 35% by volume aqueous solution of hydrogen peroxide 
were added to 80 mg (0.12 mmol) of (4S)-1-[(2S,3S)-3-(N-benzyloxycarbonyl-L-methionyl)amino-2-hydroxy- 
4-phenylbutyryl]-4-chloro-N-t-butyl-L-prolinamide (prepared as described in Example 66), and the resulting 
mixture was stirred for 30 minutes. At the end of this time, the reaction mixture was concentrated by distillation 
10 under reduced pressure, and the concentrate was extracted with methylene chloride. The extract was dried 
over anhydrous sodium sulfate, and the solvent was removed by distillation under reduced pressure, to give 
70 mg of the title compound as a colorless powder, melting at 99 - 103°C. 



Elemental analysis: 












Calculated for 

C32H43N407CIS-1/2H 2 0 (mo- 
lecular weight 672.23): 

Found: 


C, 57.17%; 
C, 57.13%; 


H, 6.60%; 
H, 6.48%; 


N, 8.34%; 
N, 8.30%; 


CI, 5.27%; 
CI, 5.28%; 


S, 4.77%. 
S, 4.75%. 



EXAMPLE 93 

(4S)-1-[(2S,3S)-3-(2-Benzy1oxycarbonylamino-3-dimeth^^ 
tyryl]-4-chlorc~N-t-butyl-L-prolinamide 

Following a procedure similar to that described in Example 66, but using 115 mg (0.3 mmol) of (4S)-1- 
[(2S,3^-3-amino-2-hydroxy-4-phenyibutyryl]-4-chlorc>-N-t-butyl-L-prolinamide [prepared as described in 
Preparation 21(b)] and 100 mg of 2-benzyloxycarbonylamino-3-dimethylphosphonobutyric acid, and then pur- 
ifying the product by preparative thin layer chromatography, using a 8 : 1 by volume mixture of methylene chlor- 
ide and methanol as the developing solvent, 52 mg of the title compound were obtained as a colorless powder 
from the upper fraction, melting at 93 - 100°C. 



35 


Elemental analysis: 












Calculated for 














<^H44N40 9 CIP-1/2H 2 0 (mo- 


C, 54.58%; 


H, 6.44%; 


N, 7.96%; 


CI, 5.04%; 


P, 4.40%. 




lecular weight 704.14): 












40 


Found: 


C, 54.50%; 


H, 6.33%; 


N, 7.97%; 


CI, 5.33%; 


P, 4.37%. 



Mass spectrum (m/z): 

677 (M+ - 17), 642, 585, 540, 487, 450, 433, 383, 91 (base). 
Infrared Absorption Spectrum (KBr), cnr 1 : 
45 \ 3319, 1722, 1675, 1534, 1499, 1455, 1393, 1366, 1329, 1251, 1230. 
Nuclear Magnetic Resonance Spectrum 5 (CD 3 OD, 270 MHz), 6 ppm: 
1.32 (9H, singlet); 
1.91 -2.19 (3H, multiplet); 
2.65 - 2.81 (2H, multiplet); 
50 2.90 - 3.00 (1 H, multiplet); 

3.56 - 3.68 (6H, multiplet); 
3.69-3.80 (1H, multiplet); 
4.26 - 4.46 (6H, multiplet); 
5.02 - 5.19 (2H, multiplet); 
55 7.12-7.41 (10H, multiplet). 
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EXAMPLE 94 

(4S)-[(2S,3S)-3-(2-Benzyloxycarbony1amino-3-dimethy 
yt]-4-chloro-N-t-butyl-L-prolinamide 



57 mg of the title compound were recovered as a colorless powder, melting at 90 - 95°C, from the lower 
fraction of the preparative thin layer chromatography carried out as described in Example 93. 



Elemental analysis: 












Calculated for 

C32H44N 4 0 9 CIP-1/2H 2 0 (mo- 
lecular weight 704.14): 

Found: 


C, 54.58%; 
C, 54.40%; 


H, 6.44%; 
H, 6.22%; 


N f 7.96%; 
N t 8.00%; 


CI, 5.04%; 
CI, 5.16%; 


P, 4.40%. 
P, 4.24%. 



Mass spectrum (m/z): 

696 (M + + 1), 678, 677, 586, 541 , 540, 451, 434, 384, 383, 356, 326, 104 (base). 
Infrared Absorption Spectrum (KBr), v max crrr 1 : 

3323, 1721, 1668, 1534, 1499, 1455, 1428, 1394, 1366, 1329, 1252, 1229. 
Nuclear Magnetic Resonance Spectrum (CD 3 OD, 270 MHz), 6 ppm: 

1.31 (9H, singlet); 

1.93 -2.1 7 (2H, multiplet); 

2.20-2.38 (1H, multiplet); 

2.67 - 3.00 (3H, multiplet); 

3.58 - 3.78 (7H, multiplet); 

4.22 - 4.46 (6H, multiplet); 

5.01 - 5.18 (2H, multiplet); 

7.10 -7.40(1 OH, multiplet). 

PREPARATION 1 

(2 S,3S)-3-(N 2 -Benzyloxycarbonyl-L-asparaginyl)amino-2-hydroxy-4-phenyl butyric acid 

2.26 g of the g-nitrophenyl ester of benzyloxycarbonyl-L-asparagine and 1.89 ml (13.6 mmol) of triethyla- 
mine were added, whilst ice-cooling, to a solution of 900 mg (3.9 mmol) of (2S,3S)-3-amino- 2- hydroxy-4- phe- 
nyl butyric acid hydrochloride in 15 ml of dimethylformamide, and the mixture was stirred at 4°C for 2 days. At 
the end of this time, the solvent was removed by distillation under reduced pressure, and the resulting residue 
was mixed with 1 N aqueous hydrochloric acid to cause crystallization. The crystals were collected by filtration 
and washed first with water and then with ethyl acetate, to give 1.52 g of the title compound as colorless crys- 
tals, melting at 225 - 227°C. 



Elemental analysis: 








Calculated for C22H25N3O7 H 2 0 (molecular weight:461. 5): 
Found: 


C,57.26%; 
C, 57.33%; 


H, 5.90%; 
H, 5.61%; 


N, 9.11%. 
N, 9.18%. 



PREPARATION 2 

so 

(4S)-1-t-Butoxycarbonyl-4-chloro-N-t-butyl-L-prolinamide 

A mixture of 1 .0 g (3.50 mmol) of (4R)-1 0t-butoxycart)onyl-4-hydroxy-N-t-butyl-L-prolinamide (prepared as 
described in Preparation 5), 30 ml of carbon tetra- chloride and 1 .56 g (5.95 mmol) of triphenylphosphine was 
55 heated under reflux for 2 hours. At the end of this time, insoluble materials were filtered off and then washed 
with a large quantity of diethyl ether. The combined washings and filtrate was concentrated by evaporation 
under reduced pressure, and the resulting residue was purified by column chromatography through silica gel, 
using a 1 : 4 by volume mixture of ethyl acetate and hexane as the eluent The resulting crude product was 
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recrystallized from a mixture of methylene chloride and hexane, to give 950 mg of the title compound as col- 
orless crystals, melting at 149 - 150°C. 





Elemental analysis: 










5 


Calculated for CuHjsNzOaCI (molecular 
weight 304.82): 


C, 55.17%; 


H, 8.27%; 


N,9.19%; 


a, 11.63%. 




Found: 


C, 55.31%; 


H, 8.30%; 


N, 8.97%; 


a, 11.64%. 



10 

PREPARATION 3 



1-t-Butoxycarbonyl-4-oxo-N-t-butyl-L-prolinamide 

Asolution of 1.21 g (15.51 mmol) of dimethyl sulfoxide in 5 ml of methylene chloride was added toa solution 
of 0.98 g (7.72 mmol) of oxalyl chloride in 20 ml of met hylene chloride at -50 to -60°C. After 5 minutes, a solution 
of 2.0 g (7.00 mmol) of (4R)-1-t-butoxycarbonyl-4-hydroxy-N-t-butyl-L-prolinamide (prepared as described in 
Preparation 5) in 40 ml of methylene chloride was added to the resulting mixture. The mixture was stirred for 
15 minutes, after which 3.5 g (35.00 mmol) of triethylamine were added, and the mixture was stirred for a further 
5 minutes. The temperature of the reaction mixture was then allowed to rise to room temperature, and the mix- 
ture was stirred for a further 1 hour. At the end of this time, the reaction mixture was poured into ice- water 
and extracted with methylene chloride. The organic extract was washed with a 10% w/v aqueous solution of 
sodium hydrogencarbonate and with a saturated aqueous solution of sodium chloride, in that order, after which 
it was dried over anhydrous sodium sulfate. The solvent was then removed by distillation under reduced pres- 
sure, and the resulting residue was recrystallized from a mixture of methylene chloride and diethyl ether, to 
give 1.47 g of the title compound as colorless crystals, melting at 147 - 149°C. 



Elemental analysis: { 








Calculated for CUH24N2O4 (molecular, weight: 284.34): 
Found: 


C, 59.14%; 
C, 58.90%; 


H 8.51%; 
H, 8.35%; 


N, 9.85%. 
N, 9.67%. 



35 PREPARATION 4 

(4S)-1-Benzyioxycarbonyl-4-hydroxy-N-t-butyl-L-prolinamide 

4.56 g (16.58 mmol) of diphenylphosphoryl azide, 1.50 g (20.55 mmol) of t-butylamine and 2.78 g (27.80 
40 mmol) of triethylamine were successively added, whilst ice-cooling, to a solution of 3.68 g (1 3.90 mmol) of (4S)- 
1-benzyloxycarbonyl-4-hydroxy-L-proline in 30 ml of dimethylformamide, and the mixture was stirred for 5 
hours. At the end of this time, the reaction mixture was poured into ice-water and extracted with ethyl acetate. 
The organic extract was washed with a 1 0% w/v aqueous solution of citric acid, with a 1 0% w/v aqueous solution 
of sodium hydrogencarbonate and with a saturated aqueous, solution of sodium chloride, in that order, after 
45 which the resulting mixture was dried over anhydrous sodium sulfate. The solvent was then removed by dis- 
tillation under reduced pressure, and the residue was recrystallized from a mixture of methylene chloride and 
diethyl ether, to give 1.10 g of the title compound as colorless crystals, melting at 129 - 130°C. 



Elemental analysis: 








Calculated for C 17 H24N 2 04 (molecular weight: 320.39): 
Found: r * 


C, 63.73%; 
C, 64.00%; 


H, 7.55%; 
H, 7.47%; 


N, 8.74%. 
N, 8.80%. 



. i i 

55 > * ; 

C 
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PREPARATION 5 

(4R)-1-t-Butoxycarbonyl-4-hydroxy-N-t-butyl-L-prol in amide 

5 17.16 g (62.40 mmol) of diphenylphosphoryl azide, 5.70 g (78.08 mmol) of t-butylamine and 10.4 g (104.00 

mmol) of triethyiamine were added, in that order, to a solution of 12.0 g (51.95 mmol) of (4R)-1-t-butoxycar- 
bonyl-4- hydroxy- L-proline in 100 ml of dimethylformamide, whilst ice-cooling, and the mixture was stirred for 
5 hours. At the end of this time, the reaction mixture was poured into ice-water and extracted with ethyl acetate. 
The organic extract was washed with a 10% w/v aqueous solution of citric acid, with a 10% w/v aqueous solution 

10 of sodium hydrogencarbonate and with a saturated aqueous solution of sodium chloride, in that order, after 
which the mixture was dried over anhydrous sodium sulfate. The solvent was then removed by distillation under 
reduced pressure, and the resulting residue was recrystallized from ethyl acetate, to give 10.0 g of the title 
compound as colorless crystals, melting at 192 - 193°C. 



15 


Elemental analysis: 










Calculated for C 14 H2eN 2 0 4 (molecular weight: 286.37): 


C, 58.72%; 


H, 9.15%; 


N, 9.78%. 




Found: 


C, 58.49%; 


H, 9.33%; 


N, 9.59%. 



20 

PREPARATION 6 



(4S)-1-t-Butoxycarbonyl-4-morpholino-N-t-butyl-L-proHnamide 

6(a) (4R)-1-t-Butoxycarbonyl-4-(p-toluenesulfonyloxy)-N-t-butyl>L-prolinamide 

12.0 g (63.16 mmol) of g^toluenesulfonyl chloride were added, whilst ice-cooling, to a solution of 10.0 g 
(34.97 mmol) of (4R)-1-t-butoxycarbonyl-4- hydroxy- 1-t-butyl-L-prolinamide (prepared as described in Prepa- 
ration 5) in 100 ml of pyrrolidine, and the mixture was stirred at room temperature for 10 hours. At the end of 
this time, the reaction mixture was poured into ice-water and extracted with ethyl acetate. The organic extract 
was washed with a 10% w/v aqueous solution of citric acid, with a 10% w/v aqueous solution of sodium hy- 
drogencarbonate and with a saturated aqueous solution of sodium chloride, in that order. The mixture was then 
dried over anhydrous sodium sulfate, after which the solvent was removed by distillation under reduced pres- 
sure, and the resulting residue was purified by column chromatography through silica gel, using a 1 : 2 by vol- 
ume mixture of ethyl acetate and hexane as the eluent. The resulting crude product was recrystallized from a 
mixture of ethyl acetate, diethyl ether and hexane to give 8.60 g of the title compound as colorless crystals, 
melting at125-127°C. 



Elemental analysis: 










Calculated for C 2 iH32N 2 0 6 S (molecular 
weight 440.56): 

Found: 


C, 57.25%; 
C, 57.41%; 


H, 7.32%; 
H, 7.09%; 


N, 6.36%; 
N, 6.47%; 


S, 7.28%. 
S, 7.31%. 



45 

6(b) (4S)-1 -t- Butoxycarbonyl-4-morp hoi ino-N-t- butyl -L-prolin amide 

A mixture of 1.0 g (2.27 mmol) of (4^-1-t-butoxycarbonyl-4-(2-toluenesulfonyloxy)-N-t-butyl-L-prolina- 
50 mide [prepared as described in step (a) above] and 5 g of morpholine was heated at 80°C for 3 hours, whilst 
sitrring. At the end of this time, the excess morpholine was removed by distillation under reduced pressure, 
and the residue was mixed with a saturated aqueous solution of sodium hydrogencarbonate. It was then ex- 
tracted with ethyl acetate. The extract was dried over anhydrous sodium sulfate, and the solvent was removed 
by distillation under reduced pressure. The resulting residue was recrystallized from a mixture of methylene 
55 chloride and diethyl ether, to give 650 mg of the title compound as colorless crystals, melting at 172 - 173°C. 
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Elemental analysis: 










Calculated for C^H^NaC^ (molecular weight: 355.46): 


C, 60.82%; 


H. 9.36%; 


N, 11.82%. 


5 


Found: 


C. 60.51%; 


H, 9.28%; 


N, 11.80%. 



PREPARATION 7 

10 t-Butyi ester of (4R)-1-t-butoxycarbonyl-4-t-butoxy-L-proline 

50 g of isobutene and 5 ml of concentrated aqueous sulfuric acid were added, whilst ice-cooling, to a sol- 
ution of 10.0 g (0.043 mol) of (4R>1-t-butoxycarbonyl-4-hydroxy-L-proline in 50 ml of methylene chloride, and 
the mixture was stirred overnight at room temperature in a sealed vessel. At the end of this time, the reaction 

is mixture was poured into ice-water and extracted with methylene chloride. The organic extract was washed with 
a 1 0% w/v aqueous solution of citric acid, with a 10% w/v aqueous solution of sodium hydrogencarbonate and 
with a saturated aqueous solution of sodium chloride, in that order, after which it was dried over anhydrous 
sodium sulfate. The solvent was then removed by distillation under reduced pressure, and the residue was 
purified by column chromatography through silica gel, using a 1 : 10 by volume mixture of ethyl acetate and 

20 hexane as the eluent, to give 1 .0 g of the t-butyl ester of (4R)-t-butoxycarbonyl-4-t-butoxy-L-proline as a col- 
orless oil. The column was then eluted with a 1 : 1 by volume mixture of ethyl acetate and hexane, to give a 
further 1 .30 g of the title compound as a colorless oil. 





Elemental analysis: 








25 


Calculated for C 13 H25N0 3 (molecular weight 243.35): 
Found: 


C, 64.16%; 
C, 63.92%; 


H, 10.36%; 
H, 10.33%; 


N, 5.76%. 
N, 5.63%. 


30 


Mass spectrum (m/z): 244 (M + +1) 









PREPARATION 8 



(4S)-1-t-Butoxycarbonyl-4-bromo-N-t-butyl-L-prolinamide 

5.0 g (15.11 mmol) of carbon tetrabromide and 3.9 g (14.89 mmol) of tri phenyl phosphine were added to a 
solution of 2.86 g (10.0 mmol) of (4R)-1-t-butoxycarbonyl-4-hydroxy-N-t-butyl-L-prolinamide (prepared as de- 
scribed in Preparation 5) in 60 ml of tetrahydrofuran, and the mixture was heated under reflux for 1 hour. At 
the end of this time, insoluble materials were filtered off, and the filter cake was washed with a large quantity 
of diethyl ether. The filtrate and the washings were combined, and the combined solution was concentrated 
by evaporation under reduced pressure. The concentrate was purified by column chromatography through sil- 
ica gel, using a 1 : 4 by volume mixture of ethyl acetate and hexane as the eluent. This crude product was 
recrystallized from a mixture of diethyl ether and hexane, to give 3.25 g of the title compound as colorless 
crystals, melting at 159 - 160°C. 



45 


Elemental analysis: 






* 




50 


Calculated for C 14 H25N20 3 Br (molecular 
weight 3492.7): 

Found: 


C, 48.14%; 
C, 48.00%; 


H,7.21%; 
H, 7.13%; 


N, 8.02%; 
N, 8.03%; 


Br, 22.88%. 
Br, 23.03%. 



PREPARATION 9 

55 (1S,4S)-5-t-Butoxycarbonyl-2,5-oxazabicyclo[2.2.13heptan-3-one 

6.96 g (40.01 mmol) of diethyl azodicarboxylate were added dropwise, whilst ice-cooling, to a solution of 

4.6 g (19.91 mmol) of (4R)-1-t-butoxycarbonyl-L-proline and 10.5 g (40.08 mmol) of triphenyl phosphine in 50 

> J 1 

" 340 



EP0 587 311 A1 

ml of tetrahydrofuran, and the mixture was stirred at room temperature for 2 hours. At the end of this time, 
insoluble materials were filtered off, and the filter cake was washed with diethyl ether. The filtrate was con- 
centrated by evaporation under reduced pressure, and the concentrate was purified by column chromatography 
through silica gel, using a 1 : 4 by volume mixture of ethyl acetate and hexane as the eluent The resulting 



5 crude product was recrystallized from a mixture of ethyl acetate and hexane, to give 2.7 g of the title compound 
as colorless crystals, melting at 115 - 116°C. 





Elemental analysis: 








10 


Calculated for C 10 H 15 NO 4 (molecular weight 213.23): 


C. 56.33%; 


H, 7.09%; 


N, 6.57%. 




Found: 


C, 56.02%; 


H, 6.93%; 


N, 6.64%. 



PREPARATION 10 

15 

(1S,4S)-5-t-Butoxycarbonyl-2-t-butyl-2,5-diazabicyclo[2.2.1]heptan-3-one 

2.28 ml (4.56 mmol) of a 2 M solution of benzyl magnesium bromide in tetrahydrofuran were added drop- 
wise, whilst ice-cooling, to a solution of 1 g (2.27 mmol) of (4R)-1-t-butoxycarbonyl-4-(p : -toluenesulfonyloxy)- 

20 N-t~butyl-L-prolinamide [prepared as described in Preparation 6(a)] in 15 ml of tetrahydrofuran, and the mixture 
was stirred at room temperature for 3 hours. At the end of this time, the reaction mixture was poured into ice- 
water and extracted with ethyl acetate. The organic extract was washed with a 10% w/v aqueous solution of 
citric acid, with a 10% w/v aqueous of sodium hydrogencarbonate and with a saturated aqueous solution of 
sodium chloride, in that order. The mixture was dried over anhydrous sodium sulfate, after which the solvent 

25 was removed by distillation under reduced pressure. The residue was purified by column chromatography 
through silica gel, using a 1 : 3 by volume mixture of ethyl acetate and hexane as the eluent The resulting 
crude product was recrystallized from a mixture of methylene chloride, diethyl ether and hexane, to give 260 
mg of the title compound as colorless crystals, melting at 167 - 168°C. 



30 


Elemental analysis: 










Calculated for C 14 H24N 2 03 (molecular weight: 268.36): 


C, 62.66%; 


H, 9.01%; 


N, 10.44%. 




Found: 


C, 62.68%; 


H, 9.16%; 


N, 10.41%. 



35 



PREPARATION 11 

(4S)-1-t-Butoxycarbonyl-4-phenylthio-N-t-butyl-L-prolinamide 

40 

0.45 g (3.41 mmol) of sodium thiophenolate was added to a solution of 1.23 g (3.08 mmol) of (4R)-1-t-bu- 
toxycarbonyl-4-(p_-toIuenesulfonyloxy>-N-t-butyi-L-prolin amide [prepared as described in Preparation 6(a)] in 
10 ml of a 2 : 1 by volume mixture of dtmethylformamide and ethyl acetate, and the mixture was stirred for 3 
hours. At the end of this time, the reaction mixture was poured into a 10% w/v aqueous solution of sodium 
45 hydrogencarbonate and extracted with ethyl acetate. The organic extract was dried over anhydrous sodium 
sulfate, and then the solvent was removed by distillation under reduced pressure. The resulting residue was 
purified by preparative thin layer chromatography, using a 1 : 3 by volume mixture of ethyl acetate and hexane 
as the developing solvent, to give 1.0 g of the title compound as a colorless powder, melting at 119 - 121°C. 



50 


Elemental analysis: 












Calculated for C20H30N2O3S (molecular 
weight 378.54): 


C, 63.46%; 


H, 7.99%; 


N, 7.40%; 


S, 8.47%. 




Found: 


C, 63.31%; 


H, 7.74%; 


N, 7.35%; 


S, 8.77%. 



55 
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PREPARATION 12 

(3R)-1-t>Butoxycart3onyl-3-t-butyldimethylsilyloxy-N-t-buty1-L'prolinamide 

5 12(a) (3R)-1-t-Butoxycarbonyl-3-t-butyidimethylsHyloxy>L-prolinol 

0.4 ml of formic acid were added to a solution of 800 mg (1 .90 mmo!) of (2R,3S)-1-t-butoxycarbonyl-2-ben- 
zyfoxymethyl-3-t-butyidimethylsilyloxypyrrolidine [which had been prepared from 1-t-butoxycarbonyi-D-seline 
benzyl ether in a similar manner to that described by W. R. Ewing et ah in Heterocycles, 27, 2843 (1988)] in 8 

10 mi of methanol, and the mixture was stirred for 3 hours in the presence of 400 mg of palladium black under 
an atmosphere of hydrogen. At the end of this time, the catalyst was filtered off, and the filtrate was freed from 
the solvent by distillation under reduced pressure. The residue was purified by column chromatography through 
silica gel, using a 6 : 1 by volume mixture of hexane and ethyl acetate as the eluent, to give 620 mg of the title 
compound as an oil. 

15 Mass spectrum (m/z) : 332 (M + +1), 244, 218, 200, 57. 





Elemental analysis: 








20 . 


Calculated for C 16 H33N0 4 Si 0.1 H 2 0 (molecular weight 
340.01): 


C. 56.87%; 


H, 9.84%; 


N, 4.12%. 




Found: 


C, 57.06%; 


H, 9.63%; 


N, 4.16%. 



12(b) (3R)-1-t-Butoxycarbonyl~3-t-butyldimethylsilyoxy-L-proline 

0.7 ml of Jones' reagent (chromium trioxide/4 N aqueous sulfuric acid: Bowden, Heibron, Jones &Weedon, 
J. Chem. Soc, 1946, 39) was added, whilst ice-cooling, to a solution of 245 mg (0.74 mmol) of (3R)-1-t-butox- 
ycarbonyl-3-t-butyldimethylsiiyloxy-L-prolinol [prepared as described in step (a) above] in 10 ml of acetone, 
and the mixture was stirred at 0°C for 2 hours. At the end of this time, the reaction mixture was diluted with 
water and extracted with diethyl ether. The extract was washed with a saturated aqueous solution of sodium 
chloride and dried over anhydrous sodium sulfate. The solvent was then removed by distillation under reduced 
pressure, and the residue was triturated with hexane, to give 1 91 mg of the title compound as colorless crystals, 
melting at 146 - 147°C. 



35 


Elemental analysis: 










Calculated for C 16 H 31 N0 5 Si (molecular weight: 345.50): 


C, 55.62%; 


H, 9.04%; 


N, 4.05%. j 




Found: 


C, 55.47%; 


H, 8.85%; 


N, 4.05%. 



40 



12(c) (3R)-1-t-Butoxycarbonyl-3-t-butyldimethylsilyloxy-N-t-butyl-L-prolinamide 

. 95 uJ (0.68 mmol) of triethylamine and 89 uJ (0.68 mmol) of isobutyl chloroformate were added at -40°C 
45 to a solution of 214 mg (0.62 mmol) of (3R)-1-t-butoxycarbonyl-3-t-butyldimethylsilyloxy-L-proline [prepared 
as described in step (b) above] in 5 ml of tetrahydrofuran, and the temperature of the mixture was allowed to 
rise slowly to -10°C, after which the mixture was stirred for 20 minutes. The reaction mixture was then cooled 
to -15°C and 325 nl (3.10 mmol) of t-butylamine were added. The mixture was then stirred at the same tem- 
perature for 14 hours. At the end of this time, the reaction mixture was mixed with a 5% w/v aqueous solution 
so of citric acid and extracted with ethyl acetate. The organic extract was washed with a saturated aqueous sol- 
ution of sodium chloride and dried over anhydrous sodium sulfate. The solvent was removed by distillation under 
reduced pressure, and the resulting residue was purified by flash chromatography through silica gel, using a 
4 : 1 by volume mixture of hexane and ethyl acetate as the eluent, to give 118 mg of the title compound as 
colorless crystals, melting at 67 - 69°C. 

55 

i i 



342 



EP 0 587 311 A1 





Elemental analysis: 










Calculated for C^H^^C^Si (molecular weight: 400.62): 


C, 59.96%; 


H, 10.06%; 


N, 6.99%. 


5 


Found: 


C, 59.68%; 


H, 10.04%; 


N, 7.07%. 



PREPARATION 13 

w (3S)~1-t-Butoxycarbonyl-N-t-butyl'3»hydroxy-L-prolinamide 

13(a) (2R > 3R)-1-t-Butoxycarbonyl-2-benzyloxymethyl-3-hydroxypyrrolidine 

A solution of 2.01 g (7.68 mmol) of tetrabutyl ammonium fluoride in 5 ml of tetrahydrofuran was added, whilst 
15 ice-cooling, to a solution of 2.16 g (5.12 mmol) of (2R,3R)-1-t-butoxycarbonyl-2-benzyloxymethyl-3-t-butyldi- 
methylsilyloxypyrrolidine in 5 ml of tetrahydrofuran, and the mixture was stirred at room temperature for 4 
hours. At the end of this time, the reaction mixture was diluted with ethyl acetate, and the organic extract was 
washed with 0.5 N aqueous hydrochloric acid, with a 5% w/v aqueous solution of sodium hydrogencarbonate 
and with a saturated aqueous solution of sodium chloride, in that order. The reaction mixture was then dried 
20 over anhydrous sodium sulfate, after which the solvent was removed by distillation under reduced pressure. 
The resulting residue was then purified by column chromatography through silica gel, using a 3 : 1 by volume 
mixture of hexane and ethyl acetate as the eluent, to give 1.57 g of the title compound as an oil. 



Mass spectrum (m/z): 307 (M + ), 251, 145, 130, 86, 57. 



25 


Elemental analysis: 










Calculated for C^H^N^Sih^O (molecular weight: 309.18): 


C, 66.04%; 


H, 8.22%; 


N, 4.53%. 




Found: 


C, 65.95%; 


H, 8.20%; 


N, 4.58%. 



30 

13(b) (2R,3S)-1-t-Butoxycarbonyl-3-benzoyloxy-2'benzyloxymethylpyrrolidine 



A solution of 0.52 ml (3.31 mmol) of diethyl azodicarboxylate in 5 ml of tetrahydrofuran was slowly added 
at room temperature to a solution of 1.00 g (3.25 mmol) of (2R,3R)-1-t-butoxycarbonyl-2-benzyioxymethyl-3- 
hydroxypyrrolidine [prepared as described in step (a) above], 0.87 g (3.31 mmol) of triphenylphosphine and 
0.42 g (3.47 mmol) of benzoic acid in 5 ml of tetrahydrofuran, and the mixture was stirred for 14 hours. At the 
end of this time, the reaction mixture was diluted with ethyl acetate and washed with a 5% w/v aqueous solution 
of citric acid, with a 5% w/v aqueous solution of sodium hydrogencarbonate and with a saturated aqueous sol- 
ution of sodium chloride, in that order. The reaction mixture was then dried over anhydrous sodium sulfate, 
and the solvent was removed by distillation under reduced pressure. The resulting residue was purified by flash 
chromatography through silica gel, using a 20 : 1 by volume mixture of hexane and ethyl acetate as the eluent, 
to give 1 .05 g of the title compound as an oil. 
Mass spectrum (m/z): 411 (M + ), 290, 234, 190, 105, 91, 57. 



45 


Elemental analysis: 










Calculated for C20H29NO5 (molecular weight 411.48): 


C, 70.05%; 


H, 7.10%; 


N, 3.40%. 




Found: 


C, 70.14%; 


H, 7.10%; 


N, 3.73%. 



50 



13(c) (3S)-1-t-Butoxycarbonyl-3-benzoyloxy-N-t-butyl-L-prolinamide 

Following a procedure sjmilar to that described in Preparation 12, but using (2R,3S)-1-t-butoxycarbonyl r 
ss 3-benzoyloxy-2-benzyloxymethyl pyrrolidine [prepared as described in step (b) above] as a starting material, 
the title compound was obtained as colorless crystals, melting at 132 - 134°C. 
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Elemental analysis: 










Calculated for C21H30N2O5 0.25H 2 O (molecular weight 
394.97): 


C, 63.86%; 


H, 7.78%; 


N, 7.09%. 


5 


Found: 


C. 64.10%; 


H f 7.63%; 


N, 7.30%. 



1 3(d) (3S)-1 -t-Butoxycarbonyl-3-hydroxy-N-t-butyl-L-prolinamide 
10 ~~~~ 

0.17 ml (0.17 mmol) of a 1 N aqueous solution of sodium hydroxide was added, whilst ice-cooling, to a 
solution of 63 mg (0.16 mmol) of (3S)-1-t-butoxycarbonyl-3-benzoyloxy-N-t-butyl-L-prolinamide [prepared as 
described in step (c) above] in 1 ml of methanol and the mixture was stirred at 0°C for 30 minutes. At the end 
of this time, the reaction mixture was neutralized with 1 N aqueous hydrochloric acid, and the solvent was re- 
ts moved by distillation under reduced pressure. The resulting residue was diluted with ethyl acetate. The ethyl 
acetate solution was washed with a 5% w/v aqueous solution of citric acid, with a 5% aqueous solution of so- 
dium hydrogencarbonate and with a saturated aqueous solution of sodium chloride, in that order. The reaction 
mixture was then dried over anhydrous sodium sulfate, and the solvent was removed by distillation under re- 
duced pressure. The residue was purified by column chromatography through silica gel, using a 1 : 1 by volume 
20 mixture of hexane and ethyl acetate as the eluent, to give 36 mg of the title compound as colorless crystals, 
melting at 122 - 124°C. 





Elemental analysis: 








25 


Calculated for C 14 H26N 2 Oe (molecular weight: 286.36): 


C, 58.72%; 


H, 9.15%; 


N, 9.78%. 




Found: 


C, 58.70%; 


H, 9.18%; 


N, 9.65%. 



PREPARATION 14 

Ethyl 4-(benzyloxycarbonylamino)phenoxyacetate 

14(a) 4-(N-Benzyloxycarbonylamino)phenol 

10.1 g (0.1 2 mol) of sodium hydrogencarbonate and 17.2 ml (0.12mol)of benzyloxycarbonyl chloride were 
added at 0°C to a~suspension of 12.5 g (0.11 mol) of e-aminophenol in 100 ml of a 1 : 1 by volume mixture of 
dioxane and water, and the mixture was stirred at room temperature for 18 hours. At the end of this time, the 
reaction mixture was acidified with 2 N aqueous hydrochloric acid and extracted with ethyl acetate. The organic 
extract was washed with water and dried over anhydrous sodium sulfate. The solvent was removed by distil- 
lation under reduced pressure, and the residue was triturated with a 1 : 1 by volume mixture of hexane and 
diethyl ether, to give 22.8 g of the title compound as colorless crystals, melting at 156 - 157°C. 





Elemental analysis: { 






t 


45 


Calculated for C 14 H 13 N0 3 (molecular weight 243.52): 


C, 69.12%; 


H, 5.39%; 


N, 5.76%. 1 




Found: 


C, 69.23%; 


H, 5.52%; 


N, 5.80%. 



50 14(b) Ethyl 4-(benzyloxycarbonylamino)phenoxyacetate 

1 .89 g (45.2 mmol) of sodium hydride (as a 55% w/w dispersion in mineral oil) were added, whilst ice-cool- 
ing, to a solution of 10.0 g (41.1 mmol) of 4-(benzyloxycarbonylami no) phenol [prepared as described in step 
(a)above]in 100 ml of dimethylformamide, and the mixture was stirred for 5 minutes. 5.01 ml (45.2 mmol) of ( 
55 ethyl bromoacetate were then added to the resulting mixture, after which the mixture was stirred at room tem- 
perature for 3 hours. At the end of this time, the reaction mixture was neutralized with 1 N aqueous hydrochloric 
acid, and the solvent was removed by distillation under reduced pressure. The residue was mixed with ethyl 
acetate, and the resulting organic solution was washed with a 5% w/v aqueous solution of citrjc acid, with a 

• * * 
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5% w/v aqueous solution of sodium hydrogencabonate and with a saturated aqueous solution of sodium chlor- 
ide, in that order. The reaction mixture was then dried over anhydrous sodium sulfate, and the organic solvent- 
was removed by distillation under reduced pressure. The residue was purified by column chromatography 
through silica gel, using a gradient elution method, with mixtures of hexane and ethyl acetate in ratios ranging 
5 from 10 : 1 to 6 : 1 by volume as the eluent, to give 11 .7 g of the title compound as colorless crystals, melting 
at 85 - 86°C. 





Elemental analysis: 








10 


Calculated for C 18 H 19 N0 5 (molecular weight 329.34): 
Found: 


C, 65.64%; 
C, 65.57%; 


H, 5.82%; 
H, 5.89%; 


N, 4.25%. 
N, 4.31%. 


15 


PREPARATION 15 

4-(Benzyloxycarbonylamino)phenoxyacetic acid 









1.67 ml (1.67 mmol) of a 1 N aqueous solution of sodium hydroxide were added, whilst ice-cooling, to a 
solution of 500 mg (1.52 mmol) of ethyl 4-(benzyloxycarbonylamino)phenoxyacetate (prepared as described 
in Preparation 14) in 10 ml of methanol, and the mixture was stirred at room temperature for 1 hour. At the end 
of this time, the reaction mixture was neutralized by the addition of 1 N aqueous hydrochloric acid, and the 
solvent was removed by distillation under reduced pressure. The residue was diluted with ethyl acetate, and 
the resulting organic solution was washed with a 5% w/v aqueous solution of citric acid and with a saturated 
aqueous solution of sodium chloride, in that order. The reaction mixture was then dried over sodium sulfate, 
and the organic solvent was removed by distillation under reduced pressure. The concentrate was triturated 
with diethyl ether, to give 417 mg of the title compound as colorless crystals, melting at 152 - 154°C. 





Elemental analysis: 








30 


Calculated for C 16 H 15 N0 5 (molecular weight 301 .29): 


C, 63.78%; 


H, 5.02%; 


N, 4.65%. 




Found: 


C, 63.84%; 


H, 5.13%; 


N, 4.64%. 



35 PREPARATION 16 

Ethyl 4-(N-benzyloxycarbonyl-N-methylamino)phenoxyacetate 

0.29 g (6.83 mmol) of sodium hydride (as a 55% w/w dispersion in mineral oil) was added, whilst ice-cooling, 
40 to a solution of 1 .50 g (4.55 mmol) of ethyl 4-(benzyloxycarbonylamino)phenoxyacetate (prepared as described 
in Preparation 14) in 9 ml of dimethylformamide, and the mixture was stirred for 20 minutes, after which 0.57 
ml (9.10 mmol) of methyl iodide was added to the reaction mixture. The mixture was then stirred at room tem- 
perature for 4 hours. At the end of this time, the reaction mixture was neutralized with 1 N aqueous hydrochloric 
acid, and the solvent was removed by distillation under reduced pressure. The resulting residue was mixed 
45 with ethyl acetate, and the resulting organic solution was washed with 1 N aqueous hydrochloric acid, with a 
5% w/v aqueous solution of sodium hydrogencarbonate, with a 5% w/v aqueous solution of sodium thiosulfate 
and with a saturated aqueous solution of sodium chloride, in that order. The reaction mixture was then dried 
over anhydrous sodium sulfate, and the solvent was removed by distillation under reduced pressure. The re- 
sulting residue was purified by preparative thin layer chromatography, using a 3 : 2 by volume mixture of hexane 
so and ethyl acetate as the developing solvent, to give 0.69 g of the title compound as an oil. 
Mass spectrum (m/z): 343 (M + ), 299. 208, 91 . 





Elemental analysis: 








55 


Calculated for C 19 H 2 iN0 5 (molecular weight 343.34):. 


C, 66.46%; 


H, 6.16%; 


- N, 4.08%. 




Found: 


C, 66.37%;. 


H, 6.29%; 


N, 4.10%. 
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PREPARATION 17 



4-(N-Benzy1oxycarbonyl-N-methylamino)phenoxyacetic acid 

Following a procedure similar to that described in Preparation 15, but using 240 mg (0.70 mmol) of ethyl 
4-(N-benzyioxycart>onyl-N-methylamino) phenoxyacetate (prepared as described in Preparation 16), 220 mg 
of the title compound were obtained as white powder, melting at 96 - 97°C. 



Elemental analysis: 








Calculated for C 17 H 17 N0 5 (molecular weight 315.31): 
Found: 


C, 64.75%; 
C, 65.09%; 


H, 5.44%; 
H, 5.69%; 


N, 4.44%. 
N, 4.41%. 



10 



15 



PREPARATION 18 



20 



25 



30 



35 



40 



Ethyl 4-(N,N-dimethylamino)phenoxyacetate 

1.93 ml (1.93 mmol) of 1 N aqueous hydrochloric acid were added to a solution of 600 mg (1.75 mmol) of 
ethyl 4-(N-benzyloxycarbonyl-N-methylamino)phenoxyacetate (prepared as described in Preparation 16) in 18 
ml of methanol, and the mixture was stirred at room temperature for 1 .5 hours in the presence of a palladium- 
on-charcoal catalyst, under an atmosphere of hydrogen. At the end of this time, the catalyst was removed by 
filtration, and the filtrate was freed from the solvent by distillation under reduced pressure. The resulting residue 
was mixed with benzene, and the mixture was dehydrated by azeotropic distillation. This operation was re- 
peated again, to give ethyl 4-methyiaminophenoxyacetate as a residue. The whole of this residue was dried 
in vacuo and then dissolved in 2 ml of dimethylformamide. 186 mg (1.75 mmol) of sodium carbonate and 0.12 
mi (1.93 mmol) of methyl iodide were added to the solution, and the mixture was stirred at room temperature 
for 48 hours. At the end of this time, the reaction mixture was concentrated by evaporation under reduced pres- 
sure, and the concentrate was mixed with ethyl acetate. The resulting organic mixture was washed with a 5% 
w/v aqueous solution of sodium hydrogencarbonate, with a 5% w/v aqueous solution of sodium thiosulfate and 
with a saturated aqueous solution of sodium chloride, in that order. The reaction mixture was then dried over 
anhydrous sodium sulfate, and the solvent was removed by distillation under reduced pressure. The resulting 
residue was purified by preparative thin layer chromatography, using a 1 : 1 by volume mixture of hexane and 
ethyl acetate as the developing solvent, to give 129 mg of the title compound as an oil. 
Mass spectrum (m/z): 223 (M + ), 194, 136. 



Elemental analysis: 








Calculated for C 12 H 17 N0 3 (molecular weight 223.26): 
Found: 


C, 64.55%; 
C, 64.26%; 


H, 7.68%; 
H, 7.72%; 


N, 6.27%. 
N, 6.24%. 



45 



50 



55 



PREPARATION 19 

I \ 
4-[N-(N-t-Butoxycarbonylsarcosyl)-N-methylamino]phenoxyacetic acid 

0.12 ml (0.72 mmol) of diethyl cyanophosphate and 0.20 ml (1 .43 mmol) of triethylamine were added, whilst 
ice-cooling, to a solution of 160 mg (0.65 mmol) of ethyl 4-methylaminophenoxyacetate (prepared as an inter- 
mediate in Preparation 1 8) and 1 35 mg (0.72 mmol) of t-butoxycarbonylsarcosine in 2 ml of dimethylformamide, 
and the mixture was stirred at room temperature for 14 hours. At the end of this time, the reaction mixture was 
concentrated by evaporation under reduced pressure, and the residue was diluted with ethyl acetate. The re- 
sulting organic mixture was washed with a 5% w/v aqueous solution of citric acid, with a 5% w/v aqueous sol- 
ution of sodium hydrogencarbonate and with a saturated aqueous solution of sodium chloride, in that order. 
The reaction mixture was then dried over anhydrous sodium sulfate, and the solvent was removed by distillation 
under reduced pressure. The residue was purified by preparative thin layer chromatography, using a 30 : 1 by 
volume mixture of methylene chloride and methanol as the developing solvent, to give 120 mg of ethyl 4-(N- 
(N-t-butoxycarbonylsarcosyl)-N-methylamino]phenoxyacetate as an oil. In a similar manner to that described 
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in Preparation 15, 200 mg (0.55 mmol) of this compound were hydroiyzed to give 170 mg of the title compound 
as an amorphous substance. 
Mass spectrum: 352 (M + ), 237, 181. 



Elemental analysis: 








Calculated for C^H^IS^Oe 0.7H 2 O (molecular weight: 
352.38): 

Found: 


C, 55.94%; 
C, 55.94%; 


H, 7.01%; 
H, 6.62%; 


N, 7.68%. 
N, 7.80%. 



PREPARATION 20 

4-[N-(N-t-Butoxycarbonylglycyi)-N-methylamino3phenoxyacetic acid 



Following a procedure similar to that described in Preparation 19, but using t-butoxycarbonyiglycine as a 
starting material, the title compound was obtained as a white powder, melting at 146 - 155°C. 



Elemental analysis: 








Calculated for C 16 H22N 2 0 6 (molecular weight: 338.35): 
Found: 


C, 56.80%; 
C, 56.62%; 


H, 6.55%; 
H, 6.52%; 


N, 8.28%. 
N, 8.34%. 



25 

PREPARATION 21(a) 

(4S)-1-[(2S,3S)-3-(N,N-Dibenzylamino)-2-hydroxy^ 

30 12.2 g (0.04 mol) of (4S)-N-t-butoxycart)onyl^chloro-N-t-butyl-L-prolinamide were treated with 50 ml of 

a 4 N solution of hydrogen chloride in dioxane, in order to remove the t-butoxycarbonyl group. The product 
thus obtained and 15.0 g (0.04 mol) of (2S,3S>3-(^N-dibenzylamino)-2-hydroxy-4-phenylbutyric acid were 
dissolved in 50 ml of dimethylformamide, and the solution was cooled with ice. 8.48 ml (52.0 mmol) of diethyl 
cyanophosphate, and then 11.2 ml (0.08 mmol) of triethylamine, were then added dropwise to the resulting 

35 mixture, which was then stirred for 1 day. At the end of this time, the reaction mixture was concentrated by 
evaporation under reduced pressure, and the concentrate was diluted with ethyl acetate. The diluted solution 
was washed with a 5% w/v aqueous solution of citric acid and with a 5% w/v aqueous solution of sodium hy- 
drogen carbonate, in that order, after which it was dried over anhydrous sodium sulfate. The solvent was then 
removed by distillation under reduced pressure, and the resulting residue was purified by column chromatog- 

40 raphy, using a 1 : 1 by volume mixture of ethyl acetate and hexane as the eluent, to give 20.0 g of the title 
compound as a colorless powder, melting at 64 - 67°C. 





Elemental analysis: 










45 


Calculated for C33H40N3O3CM/3H2O (molec- 
ular weight: 568.14): 

Found: 


C, 69.76%; 
C, 70.02%; 


H, 7.22%; 
H, 7.28%; 


N, 7.40%; 
N, 7.33%; 


CI, 6.24%. 
CI, 6.09%. 



PREPARATION 21(b) 

(4S)-1-[(2S,3SV3>Amino-2-hydroxy-4-phenylbutyryl]"4-chloro-N-t-butyl-L-prolinamide 

A solution of 20.0 g (35.6 mmol) of (4^-1-[(2S,3S>3-(N,N-dibenzylamino)-2-hydroxy-4-phenylbutyryl3-4- 
chloro-N-t-butyl-L-prolinamide dissolved in 200 ml of a 4.5% by volume solution of formic acid in methanol was 
stirred in the presence of 3 g of palladium black at room temperature for 3 hours and then at 40°C for 2 hours. 
At the end of this time, the catalyst was removed by filtration, and the filtrate was concentrated by evaporation 
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under reduced pressure. The concentrate was then diluted with ethyl acetate. The diluted solution was washed 
with a saturated aqueous solution of sodium hydrogencarbonate and then dried over anhydrous sodium sulfate. 
The solvent was removed by distillation under reduced pressure, and the resulting residue was dissolved in 
benzene. Hexane was added to the resulting solution, to obtain 13.1 g of the title compound as a colorless 
5 powder, melting at 1 26 - 1 30°C. 





Elemental analysis: 










10 


Calculated for C^HzsNaOaCI (molecular 
weight 381.90): 


C, 59.76%; 


H, 7.39%; 


N, 11.00%; 


Q, 9.28%. 




Found: 


C, 59.74%; 


H, 7.19%; 


N, 10.98%; 


a, 9.41%. 



PREPARATION 22 

6-Nifroquinoxaline-2-carboxylic acid 

15.3 ml (0.1 mol) of a 40% w/v aqueous solution of pyruvic aldehyde were added to a suspension of 15.3 
g (0.1 mol) of 4-nitro-1,2-phenylenediamine in 800 ml of a 1 : 1 by volume mixture of isopropanol and water, 
and the resulting mixture was heated under reflux for 3 hours. At the end of this time, the mixture was cooled, 
and the crystals which had precipitated were collected by filtration and recrystallized from ethanol. The filtrate 
was concentrated by distillation under reduced pressure, and the concentrate was triturated with ethanol to 
cause crystallization. A total of 15.5 g of 2-methyl-6-nitroquinoxaline were obtained as crude yellow-brown 
crystals. 12.5 g (0.066 mol) of this crude 2-methyl-6-nitroquinoxaline were suspended in 200 ml of toluene, 
and 13.2 g of selenium dioxide were added to the suspension. The resulting mixture was then heated under 
reflux for 4 hours. It was then cooled, after which insoluble materials were filtered off and the filtrate was freed 
from the solvent by distillation under reduced pressure. The residue was mixed with 400 ml of acetone. 420 
ml (0.13 mol) of a 5% aqueous solution of potassium permanganate were then slowly added at room temper- 
ature and with stirring to the resulting mixture, which was then stirred at room temperature for 2.5 hours. At 
the end of this time, insoluble materials were filtered off and the filtrate was freed from acetone by distillation 
under reduced pressure. The aqueous layer thus obtained was washed with diethyl ether and then acidified 
with concentrated hydrochloric acid to precipitate crystals. These crystals were dissolved in a 1 N aqueous 
solution of sodium hydroxide, and insoluble materials were filtered off. The filtrate was again acidified with con- 
centrated hydrochloric acid to precipitate crystals, which were recrystallized from a mixture of acetone and die- 
thyl ether, to give 9.9 g of the title compound as pale yellow-brown crystals, melting at 208 - 210°C. 



Elemental analysis: 








Calculated for C9H5N3O4 (molecular weight: 219.15): 
Found: 


C, 49.32%; 
C, 49.30%; 


H, 2.30%; 
H, 2.67%; 


N, 19.18%. 
N, 19.33%. 



Mass spectrum (m/z): 219 (M+), 175, 129. 
Infrared Absorption Spectrum (KBr), cm- 1 : 
45 1713, 1541, 1344. 

Nuclear Magnetic Resonance Spectrum (CD3COCD3), 5 ppm: 
8.47 (1H, doublet, J = 9.2 Hz); 
8.70 (1H, doublet of doublets, J = 2.6 & 9.2 Hz); 
9.01 (1H, doublet, J = 2.0 Hz); 
50 9.66 (1H, singlet). 



Claims 

55 1. A compound of formula (I): ■ 
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10 

wherein: 

R 1 represents a hydrogen atom, an alkyl group, an aralkyl group, or a group of formula -COR a , -COR b , -CSR a , 
-CSR b , -S0 2 R b CONHR b , -CSNHR b , -CONR b R b or -CSNR b R b ; 
R 2 represents a hydrogen atom or an alkyl group; 
15 R 3 represents a hydrogen atom, an alkyl idene group having from 1 to 4 carbon atoms, a substituted alkyl 

group which is substituted by at least one substituent selected from substituents A, defined below, or R 3 
represents any of the groups defined for R b ; 

R 4 represents an un substituted alkyl group, a substituted alkyl group which is substituted by at feast one 
substituent selected from substituents B, a cycloalkyl group, or an aryl group; 
20 R 5 represents a group of formula R b O-, a group of formula R b R b N-, a group of formula R b HN-, or an aral- 

kyloxycarbonyloxy or aralkyloxycarbonylamino group, or R 5 represents a group of formula 

-(CH^p-D^CH^r, 

wherein: D represents a single bond, a carbonyl group, an oxygen atom, a sulphur atom, a group 
of formula -NH-, a group of formula -(CH 2 =CH 2 )- or a group of formula -NHCO-; and £ and r are each 
25 selected from 0 and integers from 1 to 5, provided that, where D represents a single bond, p_ is an integer 

from 1 to 5, 

or a group of formula -(CH 2 ) p -D-(CH 2 ) r - which is substituted by at least one substituent selected from the 
groups defined for R a , the groups defined for R b and substituents B f the group being attached at one end 
to the carbonyl group in formula (I) and at the other end to the group represented by A; 
30 A represents a group of formula 

-(CH 2 ) m -B-(CH 2 ) n -, 

wherein: B represents a single bond, a carbonyl group, an oxygen atom, a sulphur atom, a group 
of formula -NH-, a group of formula -(CH 2 =CH 2 )- or a group of formula -NHCO; and m and n are each 
selected from 0 and integers from 1 to 5, provided that (m + n) is an integer from 1 to 5, 
35 or a group of formula "(CH 2 ) m ->B-(CH 2 ) n - which is substituted by at least one substituent selected from the 

groups defined for R a , for R b and for substituents B; 

R a represents an alkoxy group, an araikyloxy group, an aryloxy group or an alkoxy carbonyl group; 
R b represents an un substituted alkyi group, a substituted alkyl group which is substituted by at least one 
substituent selected from substituents C, defined below, a cycloalkyl group, a heterocyclic group, an aryl 
40 group or an arylalkenyl group; and, where there is more than one group R b , these may be the same or 

different; 

substituents A are selected from heterocyclic groups, heterocyclyl -carbonyl groups, cyano groups, amino 
groups, alkylamino groups, hydroxyamino groups, dialkylamino groups, alkylthio groups, sulphamoyl 
groups, sulphimoyl groups, hydroxy groups, alkylsulphinyl groups, alkylsulphonyl groups, aminosufphonyl 
45 groups, aminosulphinyl groups, alkoxy groups, alkoxy carbonyl groups, carboxy groups, heterocyclyloxy 

groups, alkyl phosphonyl groups, and groups of formula -CONHR c or -OCONHR c , where R c represents a 
hydrogen atom or an alkyl group; 

substituents B are selected from cycloalkyl groups, cycloalkyloxy groups, heterocyclic groups, heterocy- 
clyloxy groups, aryl groups, aryloxy groups, arylthio groups, hydroxy groups, cyano groups, halogen 
50 atoms and groups of formula -NR d R d , where each R d is independently selected from hydrogen atoms, alkyl 

groups, aryl groups and substituted alkyl groups which are substituted by at least one substituent selected 
from substituents D, defined below; 

substituents C are selected from substituents B, cycloalkyl groups, heterocyclic groups, aryl groups and 
arylalkenyl groups; 

55 substituents D are selected from heterocyclic groups, alkylamino groups, dialkylamino groups and hydroxy 

groups; 

the alkyl groups, the alkoxy groups and the alkyl and alkoxy parts of the alkoxycarbonyl, alkylamino, di- 
alkylamino, alkylthio, alkylsulphinyl, alkylsulphonyl and alkylphosphonyl groups and of the haloalkyl 
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groups, defined below, have from 1 to 6 carbon atoms; 

the cycioalkyi and cydoalkyloxy groups have from 3 to 10 carbon atoms in at least one carbocyclic ring 
and are unsubstituted or are substituted by at least one substituent selected from substituents E, defined 
below; 

substituents E are selected from amino groups, alkylamino groups, diaJkylamino groups, aralkylamino 
groups, diaralkylamino groups, alkoxycarbonylamino groups, aryloxycarbonyiamino groups and aralky- 
ioxycarbonylamino groups; 

the aryl groups and the aryl parts of the aralkyl, aryloxy and arylaikenyl groups are aromatic carbocyclic 
groups which have from 6 to 14 carbon atoms in at least one aromatic ring and which are unsubstituted 
or are substituted by at least one substituent selected from substituents F, defined below, and such groups 
in which an aromatic ring is fused with a cycioalkyi ring having from 3 to 10 ring carbon atoms; 
substituents F are selected from aryl groups, alky! groups, aralkyl groups, alkoxy groups, hydroxy groups, 
nitro groups, cyano groups, carboxy groups, halogen atoms, haloalkyl groups, aliphatic carboxylic acyi 
groups having from 1 to 20 carbon atoms, aliphatic carboxylic acyloxy groups having from 1 to 20 carbon 
atoms, alkyienedioxy groups having from 1 to 4 carbon atoms, heterocyclic groups heterocyclyl-carbonyi 
groups, and groups of formula -NR°R° or -CONR°R°, 

where each R e is independently selected from hydrogen atoms, alkyt groups, aryl groups, aralkyl 
groups, alkoxy carbonyl groups, aralkyioxycarbonyt groups, aryloxycarbonyl groups, heterocyclyl-carbo- 
nyi groups, heterocyclyl-afkanoyi groups, heterocyclyi-alkyl groups, aliphatic carboxylic acyi groups, and 
alkylaminocarbonyl groups in which the alkyl part is unsubstituted or is substituted by at least one of sub- 
stituents E, defined above, in which the alkyl and aralkyl groups and the alkoxy, aralkyl, aryl, heterocycly] 
and alkyl parts of groups are as defined herein; 

the aralkyl groups and the aralkyl parts of the aralkyioxycarbonyloxy, aralkyloxycarbonylamino, aralky- 
loxy, aralkylamino and diaralkylamino groups are alkyl groups having from 1 to 6 carbon atoms which are 
substituted by at least one aryl group, as defined above; 

the aralkenyl groups are alkenyl groups having from 2 to 4 carbon atoms which are substituted by at least 
one aryl group, as defined above; 

the heterocyclic groups and the heterocyclic parts of the heterocyclyloxy and heterocyclyl-aikyl groups 
have from 3 to 10 ring atoms of which from 1 to 4 are hetero-atoms selected from nitrogen, oxygen and 
sulphur hetero-atoms and of which the remaining ring atoms are carbon atoms, the heterocyclic groups 
being unsubstituted or being substituted by at least one substituent selected from substituents G, de- 
fined below, and such groups in which a heterocyclic ring is fused through one or more atoms to a cy- 
cioalkyi or aryl group, as defined above; 

the aromatic heterocyclic groups are heterocyclic groups as defined above but which have from 5 to 10 
ring atoms and are aromatic; 

the substituents G are selected from oxygen atoms (to form an oxo group), and the substituents F; 
and pharmaceutical^ acceptable salts and esters thereof and pro-drugs therefor. 

A compound according to Claim 1, wherein R 1 represents a group of formula -COR a , COR b , SQ 2 R b or 
-CONR b R b , in which R a and R b are as defined in Claim 1. 

A compound according to Claim 2, wherein R 1 represents a group of formula -COR a , -COR b ', -S0 2 R b ' or 
-CONR b 'R b \ in which R a is as defined in Claim 1 and R b ' represents an aryl group, an unsubstituted aro- 
matic heterocyclic group or an aromatic heterocyclic group having at least one substituent selected from 
alkyl or alkoxy groups, each having from 1 to 6 carbon atoms, and hydroxy groups. 

A compound according to Claim 3, wherein R 1 represents a group of formula -COR a or -COR b ', where R a 
and R b ' are as defined in Claim 3. 

A compound according to any preceding claim, wherein R 2 represents a hydrogen atom or an alkyl group 
having from 1 to 4 carbon atoms. 

A compound according to Claim 5, wherein R 2 represents a hydrogen atom or a methyl group. 

A compound according to any preceding claim, wherein R 3 represents a substituted alkyl group having 
from 1 to 6 carbon atoms and substituted by at least one substituent selected from substituents A', defined 
below, or R 3 represents any of the groups represented by R b "; ?. 

R b " represents an unsubstituted alkyl group having from 1 to 6 carbon atoms or a substituted alkyl 
group having from 1 to 6 carbon atoms and substituted by at least one substituent selected from substitu- 
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ents B"\ defined below; 

substituents A' are selected from cyano, carbamoyl, carboxy, alkylthio, alkylsulphonyl, aminosul- 
phonyl and aminosulphinyl groups, where the alkylthio and alkylsulphonyl groups have from 1 to 6 carbon 
atoms; 

s substituents B*" are selected from halogen atoms and hydroxy groups. 

8. A compound according to Claim 7, wherein R 3 represents a substituted alkyl group having from 1 to 6 car- 
bon atoms and substituted by at least one substituent selected from substituents A', defined in Claim 7. 

1Q 9. A compound according to any preceding claim, wherein R 4 represents a substituted alkyl group having 
from 1 to 6 carbon atoms and substituted by at least one substituent selected from substituents B, defined 
in Claim 1. 



15 



10. A compound according to Claim 9, wherein R 4 represents a substituted alkyl group having from 1 to 6 car- 
bon atoms and substituted by at least one substituent selected from substituents B\ defined below; 

substituents B* are selected from cyclo alkyl groups having from 3 to 7 ring carbon atoms, hetero- 
cyclic groups as defined in Claim 1 and aryl groups as defined in Claim 1. 



11. A compound according to Claim 1 , wherein R 4 represents a substituted alkyl group having from 1 to 6 car- 
bon atoms and substituted by at least one substituent selected from substituents B", defined below; 

20 substituents B" are selected from aromatic heterocyclic groups and aryl groups. 

12. A compound according to any preceding claim, wherein R 5 represents a group of formula R b "0- t a group 
of formula R b "R b "N- or a group of formula R b "HN-, where: 

R b " is as defined in Claim 7. 

25 

13. A compound according to any preceding claim, wherein R 5 represents a t-butylamino group, a 1 ,1-dime- 
thyl-2-hydroxyethylamino group, a 1,1-dimethyi-2-hydroxypropylamino group, a butylamino group, a 3- 
hydroxy propylamine group, a 2-hydroxyethylamino group or a t-butyloxy group. 

30 14. A compound according to Claim 1 , wherein A represents a group of formula -(CHJm-B-fCHJn-. 

wherein: B represents a single bond, a carbonyi group, an oxygen atom, a sulphur atom, a group 
of formula -NH-, a group of formula -(CH 2 =CH 2 )- or a group of formula -NHCO-; and m and n are each 
selected from 0 and integers from 1 to 3, provided that (m + n) is 1 to 3, 

or a group of formula -(CH2) m -B-(CH 2 ) n - which is substituted by at least one substituent selected from the 
35 groups defined for R a , for R b and for substituents B in Claim 1 . 

15. A compound according to any preceding daim, wherein A represents a group of formula 

-(CH 2 ) m -B-(CH 2 ) n -, 

wherein: B represents a single bond, a carbonyi group or a group of formula -(CH 2 =CH 2 ); and m 
40 and n are each selected from 0 and integers from 1 to 3, provided that (m + n) is 1 to 3, 

or a group of formula -(CH^-B-fCHJn- which is substituted by at least one substituent selected from ha- 
logen atoms, hydroxy groups and alkoxy groups. 



45 
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16. A compound according to Claim 1, wherein: 

R 1 represents a group of formula -COR a , -COR b -S0 2 R b or-CONR b R b in which R a and R b are as defined 
in Claim 1; 

R 2 represents a hydrogen atom or an alkyl group having from 1 to 4 carbon atoms; 

R3 represents a substituted alkyl group having from 1 to 6 carbon atoms and substituted by at least one 

substituent selected from substituents A', defined below, or R 3 represents any of the groups represented. 

byR b "; 

Rt>" represents an unsubstituted alkyl group having from 1 to 6 carbon atoms or a substituted alkyl 
group having from 1 to 6 carbon atoms and substituted by at least one substituent selected from substitu- 
ents B"\ defined below; 

the substituents A are selected from cyano, carbamoyl, carboxy, alkylthio, alkylsulphonyl, amino- 
sulphonyl and aminosulphinyl groups, where the alkylthio and alkylsulphonyl groups have from 1 to 6, car- 
bon atoms; 

the substituents B'" are selected from halogen atoms and hydroxy groups; 
R 4 represents a substituted alkyl group having from 1 to 6 carbon atoms and substituted by at least one 
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substituent selected from substituents B, defined in Claim 1 ; 

R 5 represents a group of formula R b "0- f a group of formula R b "R b "N- or a group of formula R b "HN-, where 
R b " is as defined above; and 
A represents a group of formula - 
5 -(CH^-EHCHsV, 

wherein: B represents a single bond, a carbonyi group, an oxygen atom, a sulphur atom, a group 
of formula -NH-, a group of formula -(CH 2 =CH2)- or a group of formula -NHCO-; and m and n are each 
selected from 0 and integers from 1 to 3, provided that (m + n) is 1 to 3, 

or a group of formula -{CHJm-B^CHJn- which is substituted by at least one substituent selected from the 
10 groups defined for R a , the groups defined for R b and substituents B, in Claim 1. 

17. A compound according to Claim 1, wherein: 

R 1 represents a group of formula -COR a , -COR b ', -S0 2 R b br -CONR b 'R b ', in which R a is as defined in 
15 Claim 1 and R b ' represents an aryl group, an unsubstituted aromatic heterocyclic group or an aromatic 

heterocyclic group having at least one substituent selected from alkyl or alkoxy groups each having from 
1 to 6 carbon atoms and hydroxy groups; 
R 2 represents a hydrogen atom or a methyl group; 

R 3 represents a substituted alkyl group having from 1 to 6 carbon atoms and substituted by at least one 
20 substituent selected from substituents A', defined below; 

the substituents A' are selected from cyano, carbamoyl, carboxy, alkylthio, alkylsul phony! , amino- 
sulphonyl and aminosulphinyl groups, where the alkylthio and alkylsul phonyl groups have from 1 to 6 car- 
bon atoms; 

R 4 represents a substituted alkyl group having from 1 to 6 carbon atoms and substituted by at least one 
25 substituent selected from substituents B', defined below; 

the substituents B' are selected from cydoalkyl groups having from 3 to 7 ring carbon atoms, het- 
erocyclic groups and aryl groups; 

R 5 represents a group of formula R b "0-, a group of formula R b "R b "N- or a group of formula R b "HN-, where: 
R b " represents an unsubstituted alkyl group having from 1 to 6 carbon atoms or a substituted alkyl 
30 group having from 1 to 6 carbon atoms and substituted by at least one substituent selected from substitu- 

ents B"\ defined below; 

the substituents B'" are selected from halogen atoms and hydroxy groups; 
A represents a group of formula 

-<CH 2 ) m -B-(CH 2 ) n -, 

35 wherein: B represents a single bond, a carbonyi group, an oxygen atom, a sulphur atom, a group of for- 

mula -NH-, a group of formula -{CH^CH^- or a group of formula -NHCO-; and m and n are each selected 
from 0 and integers from 1 to 3, provided that (m + n) is 1 to 3, 

or a group of formula (CH 2 ) m -B-(CH 2 ) n - which is substituted by at least one substituent selected from the groups 
defined for R a , the groups defined for R b and substituents B, in Claim 1 . 

AO 

18. A compound according to Claim 1, wherein: 

R 1 represents a group of formula -COR a or -COR b \ where R a is as defined in Claim 1 and R b ' represents 
an aryl group, an unsubstituted aromatic heterocyclic group or an aromatic heterocyclic group having at 
least one substituent selected from alkyl or alkoxy groups each having from 1 to 6 carbon atoms and hy- 
45 droxy groups; 

R 2 represents a hydrogen atom or a methyl group; 

R3 represents a substituted alkyl group having from 1 to 6 carbon atoms and substituted by at least one 
substituent selected from substituents A', defined below; 

the substituents A' are selected from cyano, carbamoyl, carboxy, alkylthio, alkylsul phonyl, amino- 
& sulphonyl and aminosulphinyl groups, where the alkylthio and alkylsul phonyl groups have from 1 to 6 car- 

bon atoms; 

R 4 represents a substituted alkyl group having from 1 to 6 carbon atoms and substituted by at least one 
substituent selected from substituents B", defined below; 

the substituents B" are selected from aromatic heterocyclic groups and aryl groups; 
55 R 5 represents a t-butylamino group, a 1,1-dimethyl-2-hydroxyethylamino group, a 1,1-dimethyi-2-hydrox- 

ypropylamino group, a butylamino group, a 3-hydroxypropylamino group, a 2-hydroxyethylamino group 
or a t-butyloxy group; 
A represents a group of formula 

r 
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-(CH^-EMCHzV 

wherein: B represents a single bond, a carbonyl group or a group of formula -(CH 2 =CH2); and m 
and n are each selected from 0 and integers from 1 to 3, provided that (m + n) is 1 to 3, 
or a group of formula -(CH£ m -B-(CH£ n - which is substituted by at least one substituent selected from ha- 
logen atoms, hydroxy groups and alkoxy groups. 

19. A compound according to any preceding Claim, which is selected from: 
1-{3-[N^(2-quinoxalinecarbonyl)-L-asparaginy^ 

prolinamide; 

H3-[NM4-aminophenoxyacetyl)-L-asparagin^ 
prolinamide; 

1-[{3-[NM4-benzyloxycai±K5nylamino 
4-chloro-N-t-butyl-L-prolinamide; 
1({3-[NM4-aminophenoxyacetyl)-L-asparaginy1)am 
mide; 

1-[3-{N^4-(N,N-dimethylamino)phenoxyacety^^ 
butyl- L-prol inamide; 

1-[3-{NM4-(methylami no) phenoxy acetyl J-L-asparaginyl}amta^ 
prolinamide; 

1-[3-{N^[4-(benzyloxycarbonylamino)phenoxyacetyl>L-asparaginyl}amino-2-hydroxy-4-phenylbutyr 
N-t-butyl-L- prolinamide; 

M3-(N^(7-methoxy-2-benzofurancarbonyl)-L-asparaginyl]aminc>-2-hydroxy-4-phenylbutyryl}-4-chloro- 
N-t-butyl-L-proiinamide; 

1-{3-[N^(6-amino-2-quinoxalinecart>onyl)-L-asparaginyl^^ 
t- butyl- L-prol in amide; 

1-P-BIM1 HTiethylindazol-3-ylcarbonyl)-L-asparaginyl3^ 
butyl- L-prol inamide; 

and pharmaceutical I y acceptable salts and esters thereof. 

20. A pharmaceutical composition for treating an HIV infection, which comprises at least one anti-HIV agent 
in admixture with a pharmaceuticaily acceptable carrier or diluent, wherein the anti-HIV agent is a com- 
pound of formula (I), as defined in any preceding Claim, or a pharmaceuticaily acceptable salt or ester 
thereof. 

21. Use of a compound as defined in any of Claims 1 to 1 9 in the manufacture of a medicament for the pro- 
phylaxis or treatment of HIV infection. 

22. A process for preparing a compound according to any of Claims 1 to 19, which comprises reacting at least 
two peptides and/or ami no-acids or reactive derivatives thereof, and, if necessary, removing protecting 
groups, to form the compound of formula (I). 
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